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(57) Abstract 

Sulfamide derivatives represented by 
general formula (1) or phannacologically 
acceptable salts or hydrates thereof, 
characterized in that they have an excellent 
antithrombin activity and are useful as drugs 
for. e.g.. the treatment of thrombosis, capable 
of oral administration, and reduced in side 
effects, wherein R| represents hydrogen, 
lower alkyl, or amino-protective group; R2 
represents optionally substituted and fused 
nitrogenous heterocycle; R3 represents a 
group represented by A-(CH2 )„ hydrogen, or 
optionally substituted lower alkyl (where A 
represents optionally substituted aryl. 
optionally substituted and fused heterocycle. or 
optionally substituted lower cycloalkyl. m is an 
integer of 0 to 6, and the moiety represented by 
'(CH2 )ni - may have at least one substituent); 
R4 represents hydrogen or lower alkyl; and Rs 
represents a group represented by 
-C:(=NR« )NHj , -NH-C(=NR<i )NH2 , or -(CHj )„ 

•NHR<i (where R^ represents hydrogen, lower alkyl. hydroxy, acyl 

alkoxycarbonyloxy, or lower hydroxyalkylcarbonyloxy. n is an integer of 0 to 2, and the moiety represented by -(CH2 \ 
one substituent). 




(1) 



acyloxy, lower alkoxy, lower 



alkoxycarbonyl, lower 
may have at least 



(5 7) mm 

-UBi^ (1) 




(1) 



Rj WSA- (CHj) 7K^lS?^/=(iSgl$tiTi^Tt j;t>M7;U ^ 
T^U^^yPS^x m{iO~6(DSI^«-^-ro tti- (CHz) Hiei±o 

aslS-^?a^$n'r^.^rfeJ:t,^o R4 \t7](.m^=S'ttnt&f&7Ji^^jim^^b. 

Ri am-C (=NR6) NHjx S-NH-C ( = NR,) NH2 ttL\im- 
CCHj) .-NHR« ZZXRt liTK^IS^N 'eiKT^U+-'USx tKIJSs 7 

•>;bS> 7>';i/^+->«s <6ii7;U3 4-->§s M7;U3^->;^;i/,+:^;uS, 
ia7;^3 + *>*;^:^^->'^*+•>S*^^i{£fiit Ko + ->7>'U+>'i';^7;i''^'-;u^+ 
•>S^^bx nli0~2OSI5[^^t-o ttz- (CH2) .-®SP53-llHSKi±® 

PCTtrS'5k»X4iHIS*tSilDSa«*''<V7U'y ^»-K«cPCT»HS^^ISIS•r5fe«>K;flEffl*l^63- K 

AM T^^>=T ES LS UV h SD 

AU ?-5h5«T FR 79:/5i LU /I'^-fevr/l'i' SG 

AZ TtfJ'<?>^:' GA LV 7h^r^r SI Z°%''tZ^trm 

BB '<J,U\.-y^ GB MC ^-ta . SK ^Sgj*'^**^ 

BE '</w*- GE ^A'ifT MD *yi'hv< SN -i^-iiJ!; 

BR -ih'yr^ HU /Nyjtf'j- • ML ^ 'J TJ fv^X^ry 

DK LK ;^y7>'* BO A-^ = T 
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m m $ 

:^m\i-«L^ (1) 




(1) 



b> Rs l*»A- (CHj) 7K*lS^*fc(iBg|$nTl>Tfeit>fil67;b 

«aS«-^b. Rs liS-C (=NR,) NHi. S-NH-C (=NR,) NH^ 
*fcl4S- (CH2) .-NHRa CCTR. iiTK^RlS?. fiSi7;U4-;US> 
7KiftS> 7«>;wSs 7->;u;i-^->s, fiiffi7;U3 4-i/S, i&iK7;u=J4^->;:7yU:i-: 
15 ~;i/S. fi«i7;i/=i + ->?^;U;j;-;b;r4^.>S^fcl4Mt Ko + v7;u+;U;f7yl/ 

20 tiz t^^WLtt^mm&^mzmtic 



wo 97/19919 



PCT/JP96/03520 



Eli© £b^*-<eg^©ii-cs t nxi ^ -5 o 
h u > t'>iijfiia[«H©«i^7.-f V 7'©giSH^-c. y^f^) J -fy\z^m 

K (D-Phe-Pro-Ar g-H©^liJtS|^{*) ^b^Uv^ 
15 i>rtifea**»ij-c*?). iIil^ffi©?feS^^KCJi5JisjS-^*^^#|/j:gniSI*<M* 

t?iho>t*>ISIIi h^yt'>SS(*:©gtt'^l:^• 
20 M'r$Ci:-eito/MgSm*)fflIftiJt- S<!:il^$nTl^-5 (g^©*»^);^f, 16 7. 
484 (1993) -.Journal of Biological Chem 
is try ty ^<-(7iru'Ji3ji ^ixhV-l. 26 8. 4 

734 (199 3) :|iI26 8. 15605 (199 3) ^^m) o 

tfzi^SL^mi)twtmm^m (ptca) iti^pii»©ifiiW¥?tS5Tha>t'>s 

25 g{*©|g^*n 0<&lii±lcni:Si:©ii^ St*rfe8{ft*</i:«>^yr^tt3g© 
Silf^ffl©'>Jij:t^ h u > t'>Plg|S|{J^-©Bg||i<^tl{CS^nTl>S©;&<||tt-C* 
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5 ■rnct)-&> *^B^ii~ji5j?; (1) 



^aS^^U. R, J4S-C ( = NR,) NHa. 5-NH-C ( = NRa) NH^ 
tfzltm- (CH2) .-NHR, CCTRe I47k5!lll?^. {£«i7;U+ybS, 
15 tKKS. 7->;i/S. 7->;u;f+i/S. fi«i7;U3 + ->S. filR7;U3 4-i/;(7;u*- 

;h:-;U5i-+.>5^^U nttO-2©Ka^^^„ ttz- (CHO .-CDSB^^« 

l®^^^±©a^s•ca»$tlTl^Tt>J:l^) -e^^n^fftgyix/uTr ^ mm 
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7 •> ;uSx mA.\mtSi $ tiT I ^T <fc I >iSISi 7 ;u 3 4^ * ;U:f:^;i/S U < liS 

^$n-Ct^Xt>.i:t^a*«S> a#k$nTi>'Ct«bi>fi«7;U3 + v/S, 

S> «»$tlT^^TfeJ:i,^7'J-;^;^+v/S. aSS$nTi>Tfc± < . 

B^$nxl^XfcJ:t>7 = yS^-Si5)tUs |fi|^{f>f^;U7 ^ yS^ ^L'j'jiTiy 
S> 7-tr5^;U7^ ySs >'-;ff';U7iy ;^;U;f:-;U7$ yg. 7x->'U7=yS. 
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»S> f-^-yus^ SS^$tlT^,^Tt)«t^^7 i yg^ ffigl$nTi>Tt>ii>7'> 
jm> ^»lx.{^ffi«S$tlTt^TfeJ;^^i£«ii7y^3 + i/7&;l/;^:~;^SfeU< liaSI* 
n-Ci<^-C^>J:.(r>fifii7;l/+yl'7 ^ y ;!7;l/;fCji;l/S^ -hog^ •>7yS. HSi$ 

•>;US. a^$nTl^TfeJ:l^fiiffi7;^3 + i/g, agl$nTl^TfeJ;l^v/:^n 
7JV^j\^m^ aSI$tlT(.^Tt>«k^^•>^'^7;^■^;^:^•+•>S^ a!ft$nTi>Tt> 
J:l^7U BSi$4xTt>T^<k(r^ftia7;U+;u^:tSs Bgi;S?tiT 
15 t^r^J:<. *^:l8#$nTl^T^>J:l^«3j|i^;^-4^•>Sx a«l$tlTl>TfcJ:lr^ 

--'I'^r+v/s. a^$t^T^^T^>J:l^•>'J;^s^*n^ie^±alft$nTl^TfeJ; 

i^i£«i7;l/+yuS*,m5liL/> ^x.!*. 2- (h*o 'j ':^>- 1 -W;i/;^7;i/;f:-;u) 
20 if■;^S^ 3-7x-;u-2- (h'o 'J •:;>- 1 --i';u;(7;U:j<-;u) -n-^o 
hVUS. 3. 3. -v?7i-;l/-n-yn tVUS, 2. 2 - v'y x-;l/xf^yi/S, 
2_i,>7n'\^->;U3|-^i/x^;USI|;{^^jf i^tl^ If?* L < Ii3 -7 xx;b- 2 
- (fn 'J -n-yDlf;I/S, 3. 3-i^7xx;l/ 

-n-yntf^Ugs 2. 2->7xx;i/xf-;bg|p*<^lf i^tlSo 
25 *^a»$nTl^Tfei:l^fi«7;^^ + •>g<!:^i, BSlSt UT|lIieofiia7 

;U4^yl/gT^Lyit>0<!:l^*»nj:g*<ail$ti/:i£l67;U34-i/gj&,'ei5)cL. f?tl^ 
l^^ 7yi/:tny h + vg^ 7;u;tui h^i/g^ ^> i/g^^^^jf .^ti 
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^x-yus. h•;>'^S^ i-y^j[^m^ +->';;uSs t'7x-;us. 7>h'J;uSx 

Sx aSi$nTi^T^>i;i^7v'^uS^ a^ft$tlT^^TfeJ:c^^£«7y^4';^f';^•S^ 
-HdSn •>7yS> a^$^lTC^Tt>J;l^7U-4/5. a»$tlTt,>TfeJ:lx 

10 7';-/u7;u+;us. a»$nTl^TfcJ:l,^7'J->^;i-4->>s. agl$nTl^T 

.kt>fi»7;U4-;UX;U5^^;WS, a«i$tlTt^Tt>ckt^fia7;^+;^x;^t^r.;^ 

Tijm. a»$tlTl^T^<t<. *fca^$tiTi^Tfei:i^ttaiais, aii$ 

15 a»$nT^^Tt>i:l^7•J-y^^:tS. aS^$nTl^-C ^.iO > U AS. s 

T t> J: < . t $ tlT ir J: 1 ^««5!l5^;i-5^Tafii $ tlT I >T J:(, >S 
«:«5feLs «»Jx.tfo->f-;U7x-;uS^ m-t Ko#-i/7x-/l/S, p-7!7;u 
:j-:4^v/;U7x-;i/S. 2-7x*f-;U7x-;us> 2. 3--:^> h4^i/7x-;i/ 
20 2->f^;l/-4-7^y7x-;l/S. 7 x y + ->7 x-;i/S. 3-7x^f^ 
;i/7x^;uS. 5-->7y :^7 5^yus, 4-7i J-l-±y^j\,m. 6-tK 
n + i/-l-:^7^;US, 3-> h + v'7x-;l/S. 2 h4rv'7 x-;u«. 

2- i h + >7x-;l/S, 2-'^>i?yU7xr.;i/5, 3 _yn*- l --^yf-;!/ 

h=^i^-l-i-y=f-ji&^ l-:f-75^;w5> 2 -:^7^;us$*<^if 
25 if^ b< li2-7x;^f-;U7x-;USx 6 - h Kd4^>- 1 -:^7^;US, 

3- 7'nt-l-:h75^yUg, 2. 3 - K + >7 x-;US^*<^»f ^ti-So 
B»$nTl^TfeJ:l>->^'n7;P+/US<!:(i, ij{«a3-7. SF*L<{44~ 

6 O ^ P 7 A+yl/SOffiltOTKjftK^A^s 1 lia±oa«4S"eBSl $ tlTl ^T 
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/US. 2-7 5 y ^^D'^Vf^yUS, 2-^JVt'^i/i/i^u^>=)^j\/m. 2- 

if^}i^>-m. 7-if^if>m. fc-D-;na, fau>ai, enyy^Bj, >f>K- 
-jm. f';i?>]R, f-^yi^>a. +yy>s. i^t Kn^-y u 

7y-;i/«. :t^-9-i?7-:;>w> ^7>'7y--;u«i, f^7-;;7-:^>ai. i;f^7-> 
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^•r5E.«©7k«K?{i. l«£l±011»5TS»$nTC>Tfed;<. CO J: -5 
^n"7>SS> ^uy>5S> i^'^>"/7 7 >3S> '1'V^o-7>ai. 7xy 

+if:/f^>3W^ f-7>xu>iSs '<>yv^;i-4=•■^^>Sx 'Oi/i^jj- 

7i/yl/»<i:li> 7^;l'5K>K©7!7;i/*>i/;us©OH^|»l^fcST**). m^H 
:i^;l/$yl/S, T-fef-;US^ -i/n e;J--yl/S> yf-U-'l/S^ y<u*)Jim^ :r^-th<; 
/US. vn-;i/5> :^^v/-;us> 0'/-fJl^m. hJi^tVJ\^m^ ±y h-fvPS. 

^><tt^i£«7;u+/l/;!7;l/:J-:-;US. aift$nTl^T4> J:l^fi»7;l/^/U7 i y 
25 S!ft$nTl^Tt> J:l^fitt7;^+;^;l■+•>;^/^d■:~;^S. 7S>';^7 

7->;U;i-4-i/5ili. 7>';l'SCK3R!^^A^Ii^L^S^Si5|cLs ^lx.li7-tr 
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m^li. / h^->:/7JVAi-Jim^ ^\^^i/^jUif.^jim^ n-:/a7f.^'yijji,f. 

15 t KD:^-i/T;l/+;U/7;U;i-:-;U:t+->Si:{i. iiI20fi«7;u4-/uSi: 1 ®£( 
±07KKS*<lllftbfcSlC:;!;;U,i-:^;U;i-+.>S (COO) *<li^L^S^-^U. 

ffi«7;u4^;ux;i/;^-;uSilS. liiE©i6gi7;i'+;bS{:x;U;}.^;uSA<j*^ 
ttz7 V -JUXJl^t^jiLjimtit. lillB© 7 y - ;l/S C ;^ ;l/S*<|g^ L 
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10 aSI$tiTl^Tfe<k(,^'(£Si7;ni + -/x;i/;^^;l/Silix B^j!e©S^cFnTl^ 
T^>i:i,^fi«7;U34^i/S(-x;U;^^;ugA^IS^tfcS^Si5lcU. h + 

;U5x '^^i^yl/^^-v/J^^u^^yi/S^A^fft Ul^^ii: UX^lf t>tl5o 
a«i$nTl^TfeJ:l^->^'D7;U+;U;J-^->;^;U;fsr.;i/S«i:li. HSiSnTl^ 

ffiSl$^lTl^T^><):t,^i/i>^7;^^;^X-'^d-^-;^Si:li^ iulSOBSl^nTir^ 
T t><fci^->^n7;W+;USlzx;i/;i-,-;l/S*"<iK^UfcS'Cs d^+'> 

IE«^$nTl^T^J:l^;^>'^*^;^S<i:li. a»$nTi>T% J:l^fi^a 
25 7;l/+yl/x;l/;hr.;us. BSi^nTt^Tfe J:i^->^ D7;u+;l/x;l/;j-.^;l/S, B 
SS$nTl^TfeJ:l^->i' D7;u4^;W;4-=^^->x>'l/;i-x-;i/S, aSl$tiTt^Tfc J;l^ 
7 i y X;U;h^;US, Bgl$nTl^TfcJ:<. al^$nTl^T ^ J:t,^«3^|«Z;^ 
-t-^/US^ a»$tiTt>T*>J:l>fi«i7;U3:f •>;^;u4->-;i/S*Si,>ttaSl$n 

10 
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^nSo tfefil67>'l/3 + ->7;U4^yl/S®7;U34^i/5^fcliy^l/4.;US©S55^ 

lis l^^l5<07;^+;^^r*Lfcll»s^:ra*lni:STil^^l$nTl^Tt>J:l^o 

1-t Ko + ;/aL^;l/5, 3-h KD + ->-n-yntf;!/Ss 2. 3-v;tKo 
>'l/Soa5?-li. l«i27;l/+>rUS-C^ t;tSftS«i:l^«^j:ST-iESI$tlT^^•C J: 

+yuS08P35-li. f^I!^7;^+;^ST-^LA:aSlSiI5l^nj:S-CS^$nTl^T^) 

SlCfliS©fi«i7;U+yl/S*<lg^LfcST> «aix.li7-lr^;U;*-4^-»f^;USx 2 
-7-bf-;l/^4-->xf-^l/Ss xf-;U* ;U;Kx i|^.>yf-;|^s^ V^p/s^^i/yU 

utVU7^;U;f:x;b;i-4-.>y f-;l/S^*^^jf ^^nSo * 3tfi«:^;^+:+•>;^T;^4- 
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-/i/Ss t -yf-;i/;*-+->;5;;ud?~yi/7$ y y^yus^ if';u;f7-'U.t:-;U7 ^ y y 
yPSoSB^^Ji. i^Iie7;^^;^S■c^Ly;:S«iSi:lll«|/j:STfiSI$nTl.^Tt>J: 

aft$nTl^rt)«kt>'>^o7>'U+;uf-;l-Sili, iIIB©gg|$nTt>Tfc,k 
2 - :^ 7 5^;U5^;i-S^A<^l/ ^»n-5o 

a»$nTl^TfeJ:^>i/^'^7>n/+;^:t+•>Si;i. IHEoa^^tiTi^r 

12 
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5o 

5 ^^W'^.nso 

10 ;uS^*<^ift.ti5o 

t/r- (CH2) .-m^isJiU- (CH2) ■.-gB^T^gi$^^Tl<^Tt>J:C^a 

15 li^ m^lim.tlt^. ft-fbTK^K^. a-f^bTk^Kig. filftig, y >sie 

«©«ttK«s a^NiJ'M^. i/^-^K^. y-^jum^. -ru^fym^. ?LB?^. 

0«*tEai4D{*. L{*. DL^*(D^^■rnTt>J;<. C*ibO'(b^ig!il>2|i:^Bg|c 
^*ti5o 4*lw, — ISi^ (1) 4308^7 x~;i/7 5 ->SIS4J©:^^^^aiIS? 
©ite3i*ieaiiL{**<St Li^o 

(1) -e^$t^'5<b^iKHw*,H^X> Rs ©A*<Bft$nTl>-C^>J:C>7 
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tfz-m^ (1) twfc(,>Tx R: i<S (2) - (6) 



— N 



(CH2)p.('^7)sub 
(CH2)<K 



(R7)SU& 

(3) 




(CH2)f ^ 



8 




(2) 




{R7)sug^(CH2)s 



(R7)sub 



(R,) ..*{is (2) - (6) ^<o^^mi-izt^^i-iim&,±0Gtm 

x;u*-;us. IBSl$nTl^T^>J;^^7';-;^;^y^*::.;^S. ffifi7yU3 + >'7 

t>ffi«7;u+;us. Ti^i^mm. aft$nTt^T^,c):l^7';~;^s. aift^n 

Tl^Ti<^:l,^7•>;^5^ B!ft$nTt^Tfe J:l^X>^^*zl;uS. a«i$tlTl>Tt> 
0~5OSSi:^/Tt- /r/iU. p + q*n. 2. 3. 4 5 Ol^rn*>-C 
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liO. 1. 2. 3. AttziiSOi^rtH^x-ffi) <0(.^-rtiib^V$>^it-^n. ^ 

(1) lc*^t^T> Rs ^<-C (=NR6) NHa (53:*. R« liTk 

Sit Ko + i/7;u+/l//7/l/t:^;i/;i-4^->S^^f) T^^^b^!^. #<r-C (= 
NH) NHz T*»S^k^«!I%ff* U^^)i«|<!: LT^lf ^tL-5o 
$ 'iiC*^±ET-^L/::R2 , Rj RC^Rj Off* L0^1t^S^|5|l^|c 2o* 
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i^tp^ Ri^ Ra, R4. R,, Rt, (R7).»bs Bs pSO'q (ii5IE<i:i5l— ©Jg 
Rz. {i7K«lg?*^{ifiiffi7yb+;us*, Rs. {ifi«Tyi/+;i/S-&, 

5 ±fESiC:;^+-Ai:*5t%Tx (1) . (ll), (12). (13). 
(14). (15). (16). (1 7) RC/f (18) (iXiK*ie«0^ff^g-(t^ 
«!IT*5o -^5?; (3) (Dit^mi. m^iinmW-5-50 3 300^{ii:miZ^ 

(10) o^b^^rw. -ttxt (9) o^b^«5&tf-tt^ (19) o-ft^ 

§aii^3iii^. -^y^ K^^©sjii:iisi (i 9 8 5^> m^m iz^^^tifz 

^;U;t-:v?'f i K (DCC) . *^ttJf7yUjKv?-i' i K (WSC I ) . 
15 -I'^^^V-v'U (CD I) . i?7x-;U:f.X;^'J;U7v^K (DPPA) , BopS 

Py bo pscisi^. ii^fflt^t>n5isisi*<*,if btiSo (i 9) ©-ft 

^ifeiliiil^. (9) •O'fk^igjtc^tbT. 1. 0-10. OSft. $f^L< 

111. 0-5. 0^*ffl^^'5o 

-m^ (11) ©<t^«3{4. -iKis: (9) (Dit^isaxo. m^tmm^. m& 

h^b^'gJ*?i^o --Tffll^^n^^ll<!: LTI4. -r h7 t Ko75 i;;!-^ 

;U7$>. eu-:^>l|ow«JlS*Wt»tiSo Sfc7;t/3~;UfattTI4. t 
25 -yf-;l/7yU3-;K '<>i^;^7;^3-;H^*■«ffll^^,tl. tfc^nn;;^;ut^^;u 

©SCIlii^. -8 0-3 0t©aS^#T. 0. 1-2 4^PB^©5C^•C^Tac 
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fflt^t^tx. 7>'l/3->'H®{l. 1. 0~5. O^fi. 1. 0-1. 2^fiffl0^t»n 

5 -tt^ (12) o^k^iaii, ±Eo--«l:5S; (i i) ©^k^^en^^ffci^iPi^© 
(10) 0'fb^^*^t>?f -^i^x L < li±fS-«SS: (10) ©-ft^ 
«!i*'fi;tB#<i:ll^cD^^Sf£:^-jift5^ (i i) (Dit^m^i?foz.tiz^*)m^ 

(13) (Dit-^ma. -ISl^ (1 1) ©<t^!g3*>t>ii^fflt^t>n5T;u 

i/71fv^;!7;l/!K+i/U- h (DEAD) - h U 7 x-;l/+^X7 ^ J: 
<bL/i-«!:^ (2 0) T7F:^tiiTJl^-jm (X*<7KKST-*Sli-^) * 
/::lilgSo??ffi*)*tN{i;F#«T-C-ffiii^ (2 0) T^^n-J/N-?^ K-fk^^s^ 

15 ;uiiT*5-ffl:^ (20) ©{k^^jiUTtt. ^Jx.ii^ i^y-;K 
7xy-;w '<>-:^-»U7;U3-;k 2, 3-v^> h + ->0>';i/7>'U3->'Us 1 

\-i-7 J -)\/^ 2-7x;^5^yU'<>>f;l/7;t/3-;i/^A<^j/t>nx 

20 /N7>f K^k^«jT*5-«5S: (2 0) o^k^iatUTIi. FHx.li'Oi^/uyo i 

25 '^A^*-<^jf t,n5o SiBaiKa. - 80-100 "C. RJi£:i^lBI«l-'2 4 Oi^ 
IaofgfflT^f•5C<i:*<T§5o *fc-J|ft^ (2 0) ©-fk^^Jttiilir. -tt^ (1 
1) ©^k^^lC5:*UT. 1. 0~5. 0^«©iEffl-Cffll^5C<!:*<T'$-5e 
-ttiC (14) o^k^iKHi. ±ie-«9:i!: (i i) ©{k^«3*Nt>-iSiK; (13) 
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J:*5. ttz{t±^-^^ (9) Oit^m^^-flSL^ (10) <Dit^^^'i!^fz^^ 

10 (16) o^k^i^ii. -jfts; (i 5) o^t^^t-i^m^fimm^. igs 

ZZti}<V^i>o 7JV^JWs3-( KSiLTIi. 3 -^^b^ f^^K 3^it^ 

©mS*fflt>5Ci3{r<T$So S^£;^iO~l 0 O'COM^^T^ 0. 1-10 
Nffe^W^ c<fcA<T$So */=wZT^ffl-r-57;U4-;WN7^ KS{i-Jjg^ (9) 
Ojb^«J{Ci*LT. 1. 0-20. 0^»©igfflT'ffll^5Ci:)&<T#So 

(17) o<fc^«5{4. -m^ (14) 0'fb^«Jcfi»7;i/3-;u^«Ec}3, 

tli. p'^'y-^K x^y-;i/^ n-ya/vV-;K i -:?'oyNV-;u^*<^Jf 
^tlSo */:?fiit<i:UTIi^i?. BSK, 5^if. BlFK. p - h;Ux >x;u* 

»^ (14) o^k^^jJcStUT. 1-10 0 0^*. ff*t<(il00-300 
25 ^JkTfflC^-SCiA^-c^So 5;CfiSll-3 O-SOT. SiGi^Bgi41-4 81^ 

-M:^ (1) o^k^«5li. m^timm^. (16) ©'(k^^ic7>^rx 

't/A^IS*y;:l47;u4/U7>*x^7Aig3i^S;t$H±4*>. (i?) o-fb 
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iis-K:55 (16) oit'^^iznLx. 1. O'-a. o^fiffit^<^>n5o 7;u+ 
ttl:^mMit^mo-mim^ri-'^&^ ci 8) oit^mi. -isis; (i 4) 

10 c•Cffll^t>n5jS7c5lC<!:LTIi^ i^-t; A, 

7.X^ iS^k:^ h 'J'i7A, TJ\^l-^L.T'7)ViSl.^ Ig^k^l^nA, :^ h 

15 c©lg{z*ji^55tEaKtt-8 0-1 0 0^. Slt:i^!aiil-7 2i^Pa©i5ffi 

coj;9icUT'fibn5-JiS:5?; (1) cD-fk^^Mtfj. tSB^^k. :s^B^B. 

aa^k^^jiiii^ncKJKiiij, :j&iR35tj. mmm> ^mm. miR-m. WiWm. ^<om 
20 iffesij. ^■^n^t^iznmttzz.tt^x^Jb^ 

25 @Ba!^»lJ*S!l«•r«B^zffl(,^b*^5BtB»lJiUTIi. «!lJ;i«?LI|. v'hU. X 
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iz^t^x^^i^ 0mD^^.o:>mm. -rtn^^^Mm. ^mmommzm^^ 

'Ov;;U7yU3~;K t\^^>m^f'jK \y'y^:y^-b<mf^ti 

*^efl^k^^^t Mc^41-Sii^(i. ftg(k mw. St*. 

0. 1^1 8 0 Omg. jif*L<lil~6 0 OmgCDlEB^. 1 B 1 lElty;:li« 

Na- ( t e r t -7'f-;U;j-^i/^;U;j<^;U) - 3 - i/7 ^ 7 x— yl/T7- > 
2. 45g (8. 4 4mmol : 1. Oeq) ^i^^'nny Om ISUffi^ 
20 »i^yi/3 Omnc^«?t> 7KjStt;!7;U;l-:i^-i' ^ K«l8ffi (WSC I ) 3. 2g 
(16. 9mmo 1 : 2. 0 e q) RCf7Hrf-;U t*'^^ > 1 . 19g(9. 2 
8mmol:l. 1 e q) ^Ua^, ^ott 2 . 5 B^Bm{1^1-'5o 7K*Jn;i 
D D y ^ >CTJ4lll^5o W«lffi«-iafOiK»*«:^ h y A7KSJ&RCf?&^» 

25 g«*B^*-rSo Mia*:^5Ai'D-7 (fQ*C-2 0 0 : 

•:;^DD>:^>-*.:;^^no>^>ttj>^y-yU2. 5%-55«-7. 5%) bX. 
Na - ( t e r t + - 3 - v/7y 7 x-;U75->- 

4-7-fe^yUf-;5 -:?K2. 31g(5. 7 8mmo 1 : iRJ?i6 8%) ^?#-5o 

22 



wo 97/19919 



PCT/JP96/03520 



NMR (CDC 1 ,) <5fi| : 1. 4 0 (9H. s) 2. 0 9 (3H, d J 
= 4. 95Hz) 2. 9 2-3. 2 7 (2H. m) 3. 3 3-3. 7 2 (8 
H. m) 4. 82 (IH. br) 5. 39 ( 1 H. br) 7. 33-7. 
56 (4H. m) 
5 #g|-giJ2 

3- >Ty 7x-;l/T5->-4-7-tr5^;ue>^7i;^ KigKiggp^ES 
Na- (t e r t -y^jlyyi-^'ytiJU:ii-jl) - 3 - v'T y 7 x-;U77 ji> 

-4-7-b^;Uf'^7-:^ K2. 3 1g(5. 7 8mmol:l. Oeq)*i?^ 
on>:^>2 5mHCig»U. ?K?#T h U 7;U;toftii2 5m 1 ^jDx.^ 

Itl*-r5<!:3->'7y 7i-;U75-:/-4-T-lrf^;Uf^7>' K«[»ie2. 2 
g (5. 3mmo 1 : JRsp9 2«) ^If-So 
15 NMR (DMSO) «5«:2. 08 (3H. s) 3. 14-3. 77(10 
H. m) 4. 80 (IH. b r) 7. 4 2-7. 8 7 (4H. m) 

Ng- ( t e r t -:/=J^J\/:ir^i/^J\/^^ZLj]/') - A- i/T J y s.—)\/T 'y 
-4-7-t?f-;Ub'^-7':; Kg)^fi£ 
20 #^«»ll il^«CLTx Na- ( t e r t -■7'f-;l/:i-^->;!7;U,-J;j:.;l/) -4- 

i/7y7x~;U77->-4-7-lrf^;l/tr'^5v?K2. 0g(4. 9 9mmol 
: J|Z^7 3%) *?iSo 

NMR (CDC 1,) 1. 3 9 (9H. s) 2. 0 9 (3H. d J 

= 5. 94Hz) 2. 94-3. 73 (lOH. m) 4. 84 (IH. br) 
25 5. 3 2 (IH. br) 7. 32 (2H. d. J=8. 09Hz) 7. 5 
8 (2H. d. J = 8. 09H2) 
#%g<l4 

4- v7y 7x~;U75->-4-7-t?5^;Ue^5v Vi§Mm<D^^ 
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KiSKtSO. 93 g (3. Immo 1 : TOl 0 0%) -tiiSo 

g5R;?fflSlTx :^Dnx;l/;^^;U^ V>7^- h2. 02g(14. 3mmo 

1 : 1. 2ea) ^i^9aa/ ^y20mUz^mL. -40°C 3 0°C<h-r 

5o i^^na><^>20ml ir^JiL/rt e r t -;U1. 06g (1 4. 
3mmo 1:1. 2 e q) ^i^o < 0?STb> 1*7^. - 4 O'C— 3 0tT2. 

77 7x-;l/77->'-4-7-tr5^;l/f'^7-:^ KigKJ^ 4g(ll. 9mmo 
1:1. Oeq) SCf h 'J JC^;i/7 ^ >4. 3 3g (4. 2 8mmo 1 : 3. 6 
e q) i\^r> < D iJST-rSo »^>-5 < 0 <i:SJCzaS^±{f /ii^^mai L> 

* 1 2 0 mfSi^!t^t^-tZo laftiiii^iftTk*:^ h u "i? ATKi^at^nnx. ^ d n y ^ > 

57>f- (fO^C-2 0 0 :^litB>'^'nD> ^>-•:;^DD>:?>c|3y:?y- 
-'l/2%) UTs Na- (t e r t -"rf-;l/;t+->;<7;U;}t^;U7 i 7 yl/) 
-3->7y7x-;l/7-5->-4-7-lrf-yl/h*'^7>' K3. 38g(7. 05 
mmo 1 : JRJ^5 9%) *?i5o 

NMR (CDCI3) 1. 46 (9H. s) 2. 09 (3H. d J 

= 2. 97Hz) 2. 95-3. 7 0 (lOH. m) 4. 88 (IH. b r) 

6. 30 (IH. br) 7. 31-7. 60 (4H. m) 8. 45-9. 
10 (IH. br) 
ll«Sffl2 

No - (tert --rf->U^^'>/?;U:J-:~;u ( 1 -:^7^;l/> T i y X 
;U;^— ;U) -3-'>7y 7 x-;l/77 — >- 4 -7-bf^;L/b'^-7 KO^fig 
Na- ( t e r t -7'f^;U^4^>'/;7i/.+:jLyi/7 i y ;U) -3->7y 
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7x-/l'7 7->-4-T-trf^;l'f^7>' K200mg(0. 42mmol:l. 
Oeq) ^v'i'aoy:^>2ml IzmfR-b. m^t^bt^i)<^ I -i-y \^ > / 
y-yU6 6mg (0. 4 2mino 1 : 1. Oeq) RO^ h >J 7 x-;U7 ;j-X7 
:^110mg(0. 42mmol:l. Oeq) ^Jnx.5o i^i^ua ^ ^ylm 
5 \\zmmbfz^J^i-j\^7V'JiJJU^^^'>\y-h7 3mg (0. 42mmol : 1. 

Oeq) ^i^o < »)?«Tb> nj'ik. m-^izx. 6 4^mm^t^■rio ^^ett- 

^li^•l^*L^ ^S«!l^;V5A^aTr h/5 7>f - (fp5feC-2 0 0 :^«l1§-:^ 

^'PO;{^>-i?^no>'^>ctjS^ijx5^yU2 0%-*5 0%-7 5%) UT^ N 
a- ( t e r t -7'f-;^;i-+•>>:7;l/^^'-;^ (1 -:^7f';l/>f•;^) Tiy:;^;u* 
10 -;u) -3-i/Ty 7x-/UT-7~>-4-T-bf-;uf^5>' Kl 7 Omg (0. 
2 7 4mmo 1 : ^n^o 

NMRCCDCla) (5ffi:l. 40 (9H. s) 2. 04 (3H. d J 
= 7. 91Hz) 2. 5 0-3. 5 7 (lOH. m) 4. 39 (IH, m) 
5. 35 (2H. m) 6. 21 (IH. d J = 7. 59H2) 7. 27 
15 ~8. 15 (IIH, m) 

nmmz 

Na- (1 -:^7^;uy 5^;l/7 ^ y 7.;l/»~;l/) - 3 -7 ^ i^y 7 x-;l/75 

Na- ( t e r t -7'f-/U;4-:^^ v//;;l/;^:Jl;^ ( 1 -:^7 f-yl/^ f-;U) 7 ^ y ;^ 
20 - 3 - i/7 / 7 i-;l/7-7- > - 4 -T-fe^;l/h*'<-7 K 1 7 0 m g 

(0. 2 74mmol:l. 0 e q) ^i;^ n a y rJ' > 1 m 1 &CflgiftlJg{k7K5R 
-i^y-yUjgjg[5m Hc^ji?Us 2 Oi^FBrnii-rSo j«ETT-?gSi^|^*L. 
?ft)n^Na- (l-:^7^7l/y f-;l/7 ^ y XyU^.^;l/) - 3 - h + ->-j' ' y 
:^;l/d-:-;U7x-;U75~>-4-7-t?f-;l/t*'^5i^ K (F a b-Ms : 5 6 6 
25 (M+H) ) *tefD7>*-7-x^y-;UStt5m 1 {C^»U IjSK&E-r 

DM1 0 2 0 •.f^WinmWt:L^J\y-;f J-J120%^50%) LX. Na- 
(l--^7f-;uy f-yl'7$ y x;l/;f»-;u) -3-7i v^y 7x— yi/77->-4 
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-7-tr^;Uf^7-:^ Kl 2 Omg (0. 2 2 4mmo 1 : M8 2%) ^'fi-5o 
Fab-Ms : 537 (M+H) + 

NMR (CDCI3) 5fil; 1. 9 5 (3H. b r s) 2. 6 3-3. 6 0 
(lOH. m) 3. 83-4. 02 (IH. b r) 4. 15-4. 32 (1 
H, br) 4. 3 5-4. 5 7 (IH. b r) 6. 60-8. 10 (13H. 
m) 

Na- (v^^f^yuy ^ y - 3~'>7y 7x— ;U77Ji>-4-7 

3-v/T>'7x-;UT7->-4-T-tf-;Uf'^7i^ KiiKi£2 0 Omg (0. 
59mmol:l. 0eq)^v'^'na;<:$'>20ml :>K?#Tk)>-:j < 

»)i?p'^;ux;U7r^'r;l/^D7'f K8 4. 7mg (0. 59mmol:l. 0 
eq) ^«TL. Mi 1 6 l^ra«<4^f 5o 7X*2)nx.. i^^oo^^ 

5 y x;l/;j?.=.;i/) - 3->Ty 7x^;U7^ — >-4-7-tf';uf'^5 KB 0 
mg (0. 2mmo 1 : W3 3%) ^^l5o 

NMRCCDCl,) 5fi;2. 09 (3H. b r d. J=5. 28Hz) 
2. 66 (6H. brd. J=4. 94H2) 3. 10-3. 81 (lOH. 
m) 4. 43 (IH. dd J = 1 6. 83 7. 26Hz) 5. 65 (1 
H. d. J = 9. 57Hz) 7. 2 8-7. 6 8 (4H. m) 

Na - (v^>^;i/7iy - 3 -7 ^ -i^y 7 x-;b75^>- 4 - 

%M9^Ztnmz\^X^ Na- (>>yf-;l/7 $ y -3-7' i^y 

7x~;U75->-4-7-lrf-;Uf'^5i; K3 8mg (0. 09mmol : JR^ 

4 6%) ^nz. 

NMR (DMSO) . <5fii: 1. 9 7 (3H. s) 2. 5 0 (6H. t. J = 
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1. 82Hz) 2. 70-3. 70 (lOH. m) 4. 40 (IH. b r) 

6. 70-7. 25 (IH. br) 7. 32-7. 34 (2H. d. J=4. 
62H 2) 7. 6 0-7. 6 8 (2H. m) 

mmme 

5 Na- ( t e r t --/f-yU;}- 4-->7^/U;f:-;i/7 ^ y ;U) -4-'yTJ 

7x-;U75->-4-7-tr^;l/b'^-7-:^ KO^BK 
MMfil tmW:^LX. Na- it e r t -•f=f-jV:i-^-yij )\/^.-)VT IJ 7. 

-4->7y 7x^/UT7->-4-7-lrf-;Uf'^7>' K5 lOmg 
(1. OSmmo 1 :iR^7 1%) ^?f5o 
10 NMR (CDC 1 3) : 1. 4 6 (9H. s) 2. 0 9 (3H. d J 

= 3. 96Hz) 3. 05 (2H. d. J = 7. 26Hz) 3. 00-3. 
20 (lH. br) 3. 2 5-3. 7 8 (7H. br) 4. 90 (IH. b 
r) 6. 36 (IH. dd. J = 1 8. 8 8. 58Hz) 7. 36 (2H. 
d. J = 8. 09H2) 7. 60 (2H. d. J=8. 09Hz) 8. 65 
15 -9. 2 5 (IH. b r) 

mmmi 

Na- (.<y'Jjy (t e r \ j\^t^vij )\^^^-J\/) T 7. =.)]/') 
-4-->7y 7x-;l/7v->-4-7-tr^;Ub'^7v^ Kg>^fi)c 

nmmitnm^bxNa- (t e r t --f'f-ji^t^.i/fjjit^-ji^) 

20 T i y XJl^Jt^^JU) -4-i^7>'7x-;l/75->-4-7-bf-;l/e'^7v^ K8 
Omg (0. 1 4mmo 1 : iR^4 0?^) *?l5o 

NMR (CDCls) <5fil:l. 44(9H. s) 2. 07(3H. brs) 
2. 7 0-3. 6 3 (lOH. m) 4. 2 8-4. 6 0 (IH. b r) 4. 
80 (2H. brs) 6. 23 (IH. brs) 7. 1.6-7. 70 (9H. 
25 m) 

mmms 

Na - a^yyjV (t e r t --fj-A/t^i/:/} JV^f^sLji,) 7^yx;P;^-;U) 
- 3-->7y 7x~;U77->-4-7-trf^;l/b'^7-:^ KO^fifc 
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^mm2tmWzbXNa- i^^-JjU ( t e r t - r^yUjf^ ->^;U;f:^;u) 
7 ^ y - 3 - 7 X— ;U75 — >- 4 -T-tf-yUt''^^ KO. 

8g (1. 4mmo 1 : 0%) *'*i5o 

NMR (CDC 1,) 5®: 1. 4 6 (9H. s) 2. 0 8 (3H. s) 
2. 55-3. 60 (lOH. m) 4. 19-4. 42 (IH. m) 4. 7 
5-4. 89 (2H, m) 6. 11 (IH, d, J = 7. 26Hz) 7. 2 
5-7. 7 1 (9H. m) 

Ng- i^y'Jjl^Ti ^ 7.J\y^>sL;\,) -4--7S >>y 7x-;UT5->-4- 

^;U7^->-4-7-lr^;Uf'^^ i; K5 2mg (0. 10 7mmo 1 : iR$8 
7%) ^'fiSo 

NMR (DMSO) Sm-. 1. 97 (3H. s) 2. 7 5-3. 85 (12 
H. m) 4. 38 (IH. m) 7. 19-7. 90 (12H. m) 

Na- (^>-:;;U7$ y x;U;t;-;U) - 3 -7 ^ v?y 7 x~;U77->~ 4 - 

^Jti^3 tl^fiUl LTNa- (^>-:>^l/7 5 y x;U;Jt^;u) -3-75i;y7i 
^;U77->-4-7-b^;l/f-^5-:?K6 0 0mg (1. 2 3mmo 1 : iR^8 
7%) *?#5o 

NMR (DMSO) <5fi|: 1. 96 (3H. s) 2. 7 5-3. 60 (1 0 
H. m) 3. 57 (IH. d. J = 14. 84Hz) 3. 78 (IH. d. 
J = 14. 85Hz) 4. 41 (IH. m) 6. 30-7. 43 (7H. m) 
7. 5 5-7. 80 (2H. m) 

nmmi i 

Ng- (t e r t -Zff-)\^ilr^'y'h)\^yf.s:.j\^ ( 2 f^;U) 7 IJ 7. 
-3->^7y 7x-yU77->-4-7-t?5^;Uif^7 v; K<D^li£ 
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MMm2tWlWzbX^ Na- (t e r t -■/f-A^:t^i/:fj J\/tt:=.Jl (2-:^ 
Tf^yu^^yu) 7^ -3-->7y 7x-;^75->-4-7-lrf• 

;l/h*'^^ Kl 7 Omg (0. 2 7mmo 1 : iR^6 5%) ^S-So 
NMR (CDC 1 3) : 1. 4 7 (9H. s) 2. 2 4-2. 6 2 (2 

5 H. m) 2. 73-3. 55 (8H. m) 3. 98-4. 24 (IH. m) 
4. 99 (2H. d. J = 2. 93Hz) 6. 28 (IH. brs) 7. 
10-8. 00 (IIH. m) 

mmm 1 2 

Na~ (2-:^7f-;l/y ^;U7 ; y - 3 -7 ^ ^ y 7 x~;l/77 

10 ~>-4-7-l?f-;Ub'^5'> KCD^Bfe 

t^WzbX^ Na- (2-i-yf-JlM'f-jV7 i J XJlt^—Jl) -3 
-7 ^ i^y 7i^;U7-7:^>-4-7-tr^yl/h*'^^ v^ Kl 1 6mg (0. 2 1m 
mo 1 : JK^7 8%) ^liSo 
Fab-Ms : 53 7 (M+H) + 
15 NMR (DMSO) 6^; 1. 96 (3H. s) 2. 76-4. 0 0 (10 
H, m) 4. 47 (IH. m) 7. 3 2-7. 92 (IIH. m) 

mmm 1 3 

Na- (t e r t -7'f';i/;i-4-->;i&;l/»'~;l/ (2 - i/ ^ u^^i/ 7 

$ y -3-^7/ 7 x~;l/77r.>- 4 --74?f- 71/^^-7 KO^ 

20 ^ 

^Sfe*»l2 t^^llcUT^ Na- ( t e r t -7'f^;U;i-4^->^;Ud^— ;l/ (2-'> 
^n'N+i/^l/i^;!/) 7 5 y x;U;^^;l/) - 3 - •>7y 7 i.:i;l/77^>- 4 - 
7-t?5^;i/f'^-5-:^ K2 0 Omg (0. 3 4mmo 1 : W8 0%) ^-JiSo 
NMR (CDCI3) em.O. 80-1. 7 8 (1 3H. m) 1. 50 
25 (9H. s) 2. 10 (3H. br) 2. 94-3. 70 (12H. m) 
4. 6 8-4. 88 (IH, b r) 6. 14-6. 30 (IH. br) 7. 
40-7. 76 (4H. m) 
HMS^l 4 
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Ng- (2 -•>^D^^'>;Uxf-;i/7 ^ y 7;;b;t;— ;U) -Z-T I 'J J 

-3-7$ •:^>'7x-;l/77->-4-7-lr^;UtX7>'Kl OOmg (0. 1 
5 9 7mmo 1 : 1R2P5 8%) ^^«o 
F a b-Ms : 5 0 7 (M + H) + 

NMR (DMSO) em : 0. 6 O-'O. 7 6 (13H. m) 1. 9 9 (3 
H. s) 2. 28-3. 65 (12H. m) 4. 36-4. 50 (IH. m) 
7. 24-7. 76 (4H, m) 
10 Hffiffll 5 

Ng- (t e r t -7^f'yl/;j-^->7^;u»'-;i/ C3 -7 x-;U- n -^n hVU) 
7^ y -3- >7y 7x— ;l/75~>-4-7-bf-;Ub'^7-:^ Kg> 

^aB«»l2ill«SCl/T. Na- (.i ^ r i - f^jVt^'y-h j\/rf.-j{^ x. 
15 -=.;U-n-:^neyU) 7 $ y - 3 - •>7y 7 x-;U75 — >- 4 - 

7'b^;i/f'^-5v? K2 5 Omg (0. 4 2mmo 1 : M9 9%) ^^iSo 
NMR (CDC la) 1. 4 7 (9H. s) 1. 8 0-2. 0 1 (2 

H,-m) 2. 07 (2H. b r d. J=4. 87Hz) 2. 54-2. 70 
C2H. m) 2. 84-3. 6 7 (1 2H. m) 4. 46-4. 82 (IH. 
20 m) 5. 98-6. 10 (IH. m) 7. 10-7. 76 (9H. m) 
Htfeffll 6 

Ng- (3 -7 x-;i/-n-ya b';U7 ^ y x;U»^;U) -3-7~i;y7x 
-;t/7 5x>-4-7-irf^;l/e^7-^ KCD^Jife 
^JfeWS il^^JCLT^ Na- (3 -7 x— n -^n e;l/7 = y 

25 -3-7$ yy 7x-;l/75->-4-7-lrf-;ue'>;7>' Kl 3 Omg (0. 

2 5mmo I : iRS(56 0%) ^'ff-So 
F a b-Ms : 5 1 5 (M+H) + 

NMR (DMSO) em; 1. 5 3-1. 7 0 (2H. m) 1. 98 (3H. 
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s) 2. 30-2. 63 (2H. m) 2. 75-3. 55 (12H, m) 
4. 38 (IH. dd. J=7. 2 6 7. 2 6Hz) 7. 10-7. 72 
(9H. m) 

nmmi 7 

Ng - ( t e r t -y^f-Jl/^d^i/jj jV7i^:z.ji, (2 -7 x— y ^ y 

^Jfe«'lJ2<i:lDlfi|{CL/T> Na- ( t e r t -7'f-yU;f+i/;!7;l/:f:-;U (2 -7 x 
-jiKyi^ji,) 7 $ y x;l/;^-;u) - 3-v7y 7x— ;U75 — >-4-7•^rf• 
;^t•'>^5•:? K2 5 Omg (0. 3 8mmo 1 : W9 2%) *?ISo 
NMR (CDC la) 5® ; 1 . 3 6 ( 9 H. s ) 2. 0 9 (3H. brd. 
J = 5. 61Hz) 2. 74-3. 57 (lOH. m) 4. 60-4. 78 
(3H. m) 6. 14 (IH, brd, J=8. 58Hz) 7. 18-7. 
75 (13H. m) 

mmm 1 8 

Na- i2-y :L^JV<>i;jUT i J XJl^.^Jl) - 3 -7 ^ -l^y 7 x-;l/7 

^Mmz tmWzbx. Na- (2-y jL-jiKy-jjiT i y xji^^.-ji) - 
3-7^ i^y 7x^;U75->'-4-7-fe^;Uk-^5>? K9 Omg (0. 16m 
mo 1 : iR^4 1%) ^J|5o 
F a b-Ms : 5 6 3 (M + H) + 

NMR (DMSO) fifil: 1. 98 (3H. s) 2. 56-3. 8 8 (1 2 
H, m) 4. 30-4. 45 (IH, m) 7. 10-7. 68 (13H. m) 

nmm 1 9 

No- (t e r t -yf-;U;f4^i//7yUd?.=.;U (.3 -y j^^JU^^i^Ky -Jjl) 
Tl J XJlt^^jl) -3-'>7y 7xr.;l/7-7~>-4-7-tr1^;l/f^5-:^ KO 

^«ifl|2<i:|ol^CLT^ Na- ( t e r t -yf^;l/;J-+>';^;U.i;:::;U (3 -7^ 
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T-trf-^Uf^^y K2 3 0mg (0. 3 4 mmo I : 296) ^fi-5o 
Fab-Ms : 662 (M+H) + 

NMR (CDCI3). 1. 42 (9H. s) 2. 07 (3H. b r d. 

J=4. 39H2) 2. 70-3. 60 (lOH. m) 4. 38-4. 55 
(IH, m) 4. 77 (2H, s) 6. 25 (IH. b r d. J=7. 3 
IHz) 6. 80-7. 75 (1 3H. m) 

%mm2 0 

J\^) -3-T^ i^y 7x^;P77->-4-T4?f-;uf'^^v^ Kl 3 8mg (0. 
2 4mmo 1 : M6 89i) ^n^o 
Fab-Ms : 5 79 (M+H) + 

NMR (DMSO) sm-. 1. 96 (3H. s) 2. 74-3. 8 0 (12 
H. m) 4. 3 0-4. 50 (IH. m) 6. 80-7. 7 0 (1 5H. m) 

mmm2 1 

Na- (t e r t -yf-;l/;j-4-->:^;l/?K~;t/ (4 -7 x— ;U^>>^;1/) 7$ y 
XJl^jji^jU) -3-'>7y 7x~;l/7'7 — >-4-7-tr?^;l/fc'^5 -:? KtP-^gg 

^J6<f»l2 tliiailCUTx Na- ( t e r t -•r5^;U;f+->^;l/;i-:j:L;l/ (4 -7x 
^;l/^>S;;U) 7 i J TsJUt^—Jl') -3-->7y 7x— ;i/77 — >-4-7-bf^ 

NMR (CDC 1,) 1. 4 7 (9H. s) 2. 0 4 (3H, d, J 

= 3. 90Hz) 2- 6 0-3. 7 8 (lOH. m) 4. 10-4. 55 
(IH, m) 4. 70-5. 0 4 (2H, m) 6. 2 5-6. 3 7 (IH. 
m) 7. 20-7. 88 (1 3H. m) 

nmm2 2 
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3-7$ i^y7x-;UT7->-4-7-l?f^;Uh*^5v; K9 0mg (0. 16m 
5 mo 1 : IRSP3 89^) *S«o 

F a b-Ms : 5 6 3 (M + H) + 

NMR (DMSO) dm: 1. 96 (3H. s) 2. 6 4-3. 9 0 (1 2 
H. m) 4. 34-4. 50 (IH. m) 7. 12-7. 80 (14H. m) 

yi-ji^/f-ju) 7 w ;^;u4-v-;u) - 3-i/7>'7x->ri/75->if-/i/ji;^7^ 
15 ;U2 4 5mg(0. 4 6mmo 1 : M9 196) ^?i-5o 

NMRCCDCl,) <5fit:l. 20 (3H. t. J = 7. lOHz) 1. 

46 (9H. s) 2. 8 0-3. 02 (2H, m) 3. 7 5-3. 9 0 (1 

H. m) 3. 92-4. 18 (2H, m) 5. 24 (IH. d. J = 16. 

49Hz) 5. 45 (IH. d. J = 16. SOHz) 5. 95 (IH. d. 
20 J = 6. GHz) 7. 18-8. 18 (IIH. m) 
4 

Ng- ( t e r t -7'f^;l/^4^i/?!7;l/»--;u ( 2-y if jv) y $ 

JXJ\^^.-jl) -3--> 7y 7x-;t/75->-4-7-tr^;l/h-^5'>- h'OA^ 
nmm2tmmzLX. Ng- ( t e r t -y^;l/;t + i/;^;l/.-f:-;U (2-7x 
25 ^f-Jl^Oi^Jl) 7lJXJ\^t^^/U) -3-i/7>'7x-;U77^>-4-7-fe 
i-Jl/l^^'y-y K3 4 Omg (0. 5 Ommo 1 ; iRi^i 0 0%) *?iSo 
NMR (CDC 1,) 1. 3 9 (9H. s) 2. 0 6 (3H. m) 

2. 78-3. 6 7 (1 4H. m) 4. 5 6-4. 90 (3H. m) 6. 0 
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8 (IH. d. J=8. 28) 7. OS'-T. 77 (13H. m) 

mmm 2 5 

Na- (2-7x-»?";i/^>-:;;l/7^y - 3 -7 ^ v^y 7 x-;U 

HSfSfsHS ikl^tKli LT. No- (2 -7 x;!^^;l/^>i?;U7 ^ y 
-3-7^ i^>'7x-;U7^->-4-7-bf^;uf'^5v^ Kl 7 9mg (0. 3 
,Ommo 1 :TO7 2%) ^li-Bo 
Fab-Ms :591 (M + H) + 

NMR (DMSO) 96 (3H. brs) 2. 70-4. 00 

(16H. m) 4. 40-4. 5 5 (IH. br) 7. 04-7. 88 (1 
4H. m) 

Na- ( t e r t -y^j\/t^iytiJUjf^—Jl (2 -7 x-;l/^>v?yl/) 7$ y 
- 3 - •>7y 7 x~;U7-7->xf^;U3LXxyUg)^Bfe 

^]tefll2<i:^«IICLT. Na- ( t e r t -7'f-;U;r+->?!;;Ud-:-;i/ (2 -7 x 
7 ^ y -3-i^7y 7x-;l/7-5->xf^;Ux;^r 

-'H30mg (0. 22mmol :W4 4%) ^%Zo 
NMR (CDCI3) 1. 18 (3H. t. J = 7. 31Hz) 1. 

38 (9H. s) 3. 06 (2H. d. J=5. SSHz) 4. 02-4. 
13 (IH. m) 4. 12 (2H. q. J = 6. 82Hz) 4. 77 (2H. 
dd. J = 26. 8 17. O6H2) 5. 95 (IH. d. J=6. 82H 
z) 7. 16-7. 60 (13H. m) 

Na- (t e r t -y^;l/4•^'>;^7;l/;^:x;u (3 -7 xx;U;f4^'>^>y;U) 
7^ y X;W»x;|/) -3-'>7/7xx;l/77X>j:f-;t/x;^-fyUC!)^fi£ 

ny&m2tmm^\jX. Na- {t ex X--f=f-)Vit^'ytiJ\^jf.-){^ iZ-V 3. 
x;l/^4^->^>i;;|/) 7 i y X;U;f>x;I/) - 3 - •>7 y 7 xx;l/75^>xf^;l/ 
x;^-r;U2 7 Omg (0. 4 6nimo 1 : iRJ^9 3%) ^li-5o 
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NMR (CDCI3) 1. 2 0 (3H. t. J = 7. 0 7Hz) 1. 

44 (9H. s) 2. 90-3. 14 (2H. m) 3. 8 8-4. 00 (1 
H. m) 4. 04-4. 10 (2H. q, J = 7. SlHz) 4. 77 (2 
H. dd. J=43. 4 15. 6Hz) 5. 97 (IH. d. J=6. 35 
5 Hz) 6. 80-7. 6 0 (1 3H. m) 

mmm 2 8 

Na- (t e r t -y^jU7t^iytiJU:i-:-jl ( 2 - 7 x:?;f-/U^> Ti 

mMm2tnm^\^X. Na- (t e r t-y^;U;i-+.>?!7;U:K.=.yu (2-7x 
10 ^^yu^>i?;u) 7$yx;U;^-;U) -3-->7>'7x^;U75->'xf-;Ui;; 
T-vH 80mg (0. SOmmol : iRS^6 1%) 

NMR (CDC la) 5M: 1. 16 (3H. t. J = 7. 0 7Hz) 1, 
36 (9H. s) 2. 7 2-3. 0 5 (6H. m) 3. 90-4. 00 (1 
H. m) 4. 09 (2H, q. J = 7. 31H2) 4. 73 (2H. d. J 
15 =3. 41H2) 5. 87 CIH. d. J=6. 82Hz) 7. 00-7. 
5 3 (13H, m) 

%m.m2 9 

Na- (t e r t -r^;l/;t-4-'>;!7;U;i;-;i/ (4-7 x~;l/^>':;;l/) 7xJ 

;^yl/7t;x>>U) - 3 - •>7y 7 x~;U7-7~ >xf-;uxz-r;l/g)^fii£ 
20 ^ltHW2il^tttCUT. No- (t e r t-7'^;l/:t-+i/;!7;U;iCx^U (4-7x 

x;U/^>i?;U) 7W;^;U;^x;U) - 3 - •>7 ^ 7 xx;U77X>x^/UxXx 

^U230mg (0. 4 Ommo 1 : M8 1%) ^?i-5o 

NMR (CDCI3) 1. 15 (3H. t. J=7. 09Hz) 1. 

51 (9H. s) 2. 90-3. 10 (2H. m) 3. 88 (IH. dd. 
25 J = 5. 94 5. 94H2) 4. 00-4. 0 9 (2H. m) 4. 85 

(2H. dd. J = 64. 33 1 5. SlHz) 5. 92 (IH. d. J = 

6. 6Hz) 7. 28-7. 7 0 (1 3H. m) 

Haigij 3 0 
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Na - ( t e r t -yf-/l/^4^-/7^;U;f:— ;l/ (3 -7 x— yU- 2 - (b'P 'J 
>- 1-^ -n-yabfyU) 7W;^>U;^^;U) -3-'>7y7x 

No- (t e r t -y^Ji^^^i/ijj\^7f.sLjl7 7.At>-='Jl) -%-'yT J 
7i-''^75~>xf-;l/xX'r;U2 0 Omg (0. 5mmol:l. 0 e q) ^ 

>- 1 -'Tyu^fjyu+Cxyu) - n -7'd tVl/7;U3--/H 1 7mg (0. 5mmo 
1:1. Oeq) RCJf h 'J 7 iX;U7 *X7 -f >9 2mg (0. 5mmo 1:1. 
Oeq) *i)D^«o i^^noy ^ >im nc^gJgu/rv?xf■;^7V•:^*;^:^*+•> 
L/-h87mg(0. 5mmol:l. Oeq)^i$-,<»3?STL> J^7^> S 

Do;^>U^lcft^, 5^F^«SI^!S^(i^•r'So «ET-CiSfiE^l^iU. He«II*;^7 
■7A^nir h^77^- (fo^C-2 0 0 : ^ilffi : n-'v+IM/ 

1 : 1 — 2 : 1) LT> Na- (t e r t -yf- -//y^U^jCxyi/ (3-7x 
x;U-2- (h'p'J y>-l-^;U^;l/7Kx;U) -n-7'ntf;b) 7 $ y 
-/U) -3-'>7y 7x^;l/75x>x5^;l/x;^x;U4 5mg (0. 0 73mm 
0 1 : W\ 5%) ^?i5o 

NMR (CDCl,) 8^.', 1. 15-1. 35 (3H. m) 1. 40^-1. 
85 (4H. m) 1. 49*iJ:afl. 50 (9H, 2xs) 2. 47-2. 
66 (IH. m) 2. 70-3. 00 (2H. m) 3. 04-3. 54 (6 
H. m) 3. 3 0-4. 54 (5H. m) 6. 0 6-6. 2 0 (IH. m) 
7. 1 0-7. 6 8 (9H. m) 
1 

Na- (t e r t --ff-)\^ir^'yti)\/if.^)\/ (3. 3 - •:^7 xx;i/- n -:/o 
7$ y x;l/»x;i/) -3-->7y 7 x-;l/75->- 4 -7-tr^;Uh:^7 

Mai«»J2 <i:ig«ICUT> Na- (t e r \ -rf^f- )^i!-^i^'h )\^if.z.)\, (3. 3 
-•^■7xx;l/-n-yD f;P) 7 ^ y xyp.t»x;U) - 3 - •>7>' 7 ix;i/75x 
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>_4-7^^;l,t'^^.^ K68mg (0. 1 Ommo 1 : iR2p2 4%) ^n^o 
F a b-Ms : 6 9 6 (M+Na) f 

NMR (CDC I3) dm-. 1. 51 (9H. s) 2. 00-2. 13 (2 
5 H. m) 2. 28-2. 47 (2H, m) 2. 80-3. 62 (12H. m) 
3. 8 8-4. 00 (IH. m) 4. 6 4-4. 8 0 (IH. m) 6. 1 
5-6. 27 (IH. m) 7. 14-7. 80 (14H. m) 

mmm 3 2 

Ng- (t e r t-y^jlyf4r-/ijJ]^^^-Jl (3. 3 - n -^p 

^!feffI2 <i:l3lt|ir tTx Na- ( t e r t -y^;U;i-^>^;i/;^-x;U (3, 3 
-•:^7x^;l/-n-ya tVU) y ^ y ;^/1/;};j:^;u) _ 3 _ .>y y ^ ^ j:;;^^ ^ 
>if^;l/xx-r>'U2 1 9mg (0. 3 7mmo I : JRi^7 4%} ^^iSo 
Fab-Ms : 6 1 4 (M+Na) + 

15 NMR(CDCl3) 5€: 1. 15 (3H, t. J=7. 09Hz) 1.. 
46 (9H. s) 2. 28-2. 41 (2H. m) 3. 0 6-3. 2 0 (2 
H, m) 3. 5 2-3. 65 (2H. m) 3. 93 (IH. t. J=7. 7 
6Hz) 4. 01-4. 17 (2H. m) 4. 24 (IH. dd. J = 13. 
2 6. 27) 5. 92 (IH. d. J = 7. 26Hz) 7. 15-7. 5 

20 6 (14H. m) 

nmv^z 3 

Na- (t e r t -y^;U;t^'>^;l/;Kx;U (2. 2 - -l^T x-^Uji^;!/) 7 

25 Na- (t e r t-7'5^yU;f:^--/;^;U.t:~;UT^ yx;l/*.:^;U) -Z-i/jy 
7x-yUT7->-4-7-bf^;Uf-^5i?K2 0 0mg (0. 4 3mo 1 : 1. 
0 e q) *^nn*;i/A4m 1 IC^WL. m^t^Lflt<i^2. 2-v?7x^;l/i 
^>'-;l/2 5 6mg (1. 29mmol:3. 0 e q) h 7 x-;i/7 ;r7. 
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7^>238mg(l. 29mmol:3. Oeq) ^ljai.i>o 
mUzmmLtz-^j^^ji^TVi^tiJU^>^'yl^'-h22 5mg (1. 2 9mmo 1 
: 3. Oeq) ^H)>o < Omjb. JITSfe. 5^Nl^&m^!t^t^t6<, ^ETvm 
^9«J«:;!7 5Ai'n^ (iftI3tC-2 0 0 : ^Ifrlg 'J 

i^aJUji :^WtJL^jl 1:1-2:3-1:2) LT^ Na- (t e r t 
-y9Jl:t^i/^jit:-;v (2. 2--:^7x-;Ui^;u) 7 ^ y xyu.-^-;u) - 
3->Ty7i-;U75->-4-7-tr5^;Uf'^5v? K255mg (0. 38m 
mo 1 : W9 0%) «-?i'5o 

NMR (CDC 1,) 5®: 1. 5 6 (9H.. s) 2. 0 3 (3H. d, J 
= 7. 92Hz) 2. 55-3. 81 (14H. m) 5. 10-5. 28 
(IH. br) 7. 32-7. 70 (14H. m) 
ll«SfflJ3 4 

Ng- (t e r t--yf-J\/:i-^i/ijJ\/^^zLj\/ (2-> b^i// h^i^^y-J JV) 
7Syx;l/»-;t/) - 2-ijjut:f-^7i K7x-;l/75-=.>- 4-7-bf-;l/e 

Na - (t e r t -•ff-Jl/:t^i/tiJUii(—ji (2-y h^iy'Oi^J^') 
7 i y x;l/;^^;u) - 3 - •>7y 7 x-;b77 — >- 4 -7-tf^;l'h''^7 K3 
9 0mg (0^ 6 2mmo 1) ©f';i^>3ml <!: h U if-;U7 ^ > 6 m 1 ©zi 
^Sttic, maTSK'fb7K«7yx*3 O^Pa^N'ru >^^U/c©^3BPflSJ[ll-r'5o 
S;SS»[fr7K4 0mlfcJ:CfftKif-;U4 0ml<&iinx.. 2NHC 1 $JDX.T7K 

(a±>U->7^k#NH-DM-10 20 : ^lfrffiff^iEa:.f^;l/t*J;' >' - 
;U9%) bTs No- ( t e r t -7'f-;l/:t^i/;f7;U4-C~yl/ (2-> h + ->y h 
^v/'Oi^^u) 7 5 y x;i/*^;i/) -3->:;yU4-:f-:t7 $ K7x-;U7'5->- 
A-T-f^-JUyi^^'J K3 0 Img (0> 4 5mmo 1 : W7 3%) ^^i-So 
NMRCCDCIS) <5fii : 1. 40 (9H. s) 2. 08(3H. s) 
2^ 99-'3> 80 (lOH. m) 3. 48 (3H. s) 4s 72-4^ 9 
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5 (3H. m) 5> 1 8 (IH. d J=7Hz) 5s21(lH. d J = 
7Hz) 6. 16(1H. brd J=8H2) 6.96-7x70(10 
Hs m) 

5 Ng- (t e r t -rf-yl/^^->^yi/7K-;l/ (2-/ h^'y/ h^i/^y-l^Jl) 
7^ y XJlt^-Jl') -3-7 i v^y 7x-/l/77-=.>-4-7-trf^;l/f^7';? K 

Na- (t e r t -7'f-;U;i-4=-'>*;l/;J-:-;l/ (2-> h + h4-v^'<>-:^;l/) 
7 i y -3-^;^!^*5^:^-7S Kv x-yl/75->- 4 -7-fef^yt/e 

10 Kl 6 5mg (0. 2 5mmo 1 ) 07-b h >2m 1 a-^^b 

/rSliSU::^ :?y->'U2m 1 <!:Bl5K7>*-'>A2 9mg*iD;tT4i^Pat)nlS!iaa«6 

±i/ 'J •>7<t^NH-DM- 10 2 0: r^y-zUS^O-^ 
15 «<k>f'U>*y ^y-yl/QJ^) LT. Na- t e r t -7'f-;U^4^>;^;;U^:^ 
(2-y + 7i -3-7$ i^y 7x- 

;l/75->- 4-7-b5^;l/h*'^5 Kl 0 Img (0. 1 6mmo 1 : iR^6 3 
H) ^nZo - 

NMR (DMSO) (JM: 1x29 (9H. s) 1. 97 (3H. s) 2x 
20 8 5-3. 60 (lOH. m) 3. 36(3H>s) 4. 58(1H. m) 
4. 71 (2H. s) 5x 20 (2H. s) 6. 93~8> 31 (12H. 
m) 

Na- (2-b Ko4-->^>-;;l/) 7 ^ y 3 -7 ^ i^y 7 x-;U7 

25 7->~4-7-irf-;L/e^7v' KCD^fig 

Na- ( t e r t -7'f-;l/;*-4^->^;l/sK^;U (2-^ b^i/^ h + ->'<>i;;U) 
7i yz;u;^^;L') -3-7- 'J J v :L-)iT5 — y- A-T-t=f-jv\^^v 'J Y 
0^:J'y-;Hml^ttlC4NHC 1 ftKxf^jbg^J i m 1 *tox.T. 17i^PBT 
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miSHZxmnt^o S^tJ^^MESiU^ Na- (2- t Kn + '>A;>i?;i,) 7 

««-?i«o NMR (DMSO) <5ffi: K 97 (3H. s) 2. 80-3^ 
8 0 (12H. m) 4^ 5 0-4. 6 0 (IH, m) 6. 7 1-9. 4 8 
5 (15H. m)o C09*>0 17mg (0. 032mmol)^ilL. ftk©S5^ 
t:^3A^arr\^iry7^-. (S±i/>; i/7^t^NH-DM-l 020 : ^iftlB 
. «{l:>-3^l/>ej3^ ~yU2 0%) l,-^^ ^a- (2 - t Ko + S/^> i^yU) 7 
i y X^Ufh^yu— 3 -7 iifyy s^^JlTv^y- 4 -7-{rf';Ufcf<^5 K5 3 
mg (0> 10 6mmol : «R2p*fc-ti-T9 0%) ^'ff^So 
10 NMR (DMSO) <yffll ; K 94 (3H. s) 2. 50-3>60(10 
Hs m) 3> 84 (2H> s) 4> 4 5-4. 4 7 ( 1 H. m) 5.00 
-6. 60 (6H. br) 6. 6 9-7. 72 (8H. m) 

nmms i 

Na- (t e T t-ff -)lt^'yiiJV:f.-)h (l-±y^j\,ji:f-ji) r i J 

Na- (t e r t -ff-jV^^i/^jiTix^ji, ( 1 --^^f-yuy f-;U) 7$ y x 
J\/^>-Jl) -S-'>Ty y ji-jVT'y:i.>x.^jUJiXTJl 6. 46g(12. 
0 2mmo 1) -;l/4 Om Hr^^U. 2 N-N a OH 4 Om 1 *3!inx. 

20 So mfiCT16l^lffll«1$-rSo METTSK^i^^b. ^x>K^»n^pH = 
3-4tTi?tt^kLHtt:^«ftli1"5o ±SJa[^l^.5feL. St»i^;U : 7K : ^ ^ ^ 
->'l^=3 0 : 1 0 : l(Om^m=^mA.fz'&. 6^i?x^;^a<D^;g.^l:^^ iiTKftK 
:^MJ-^AjCTte«t- 5, «ETT?giK^fiS^*U. Na - ( t e r t 
+>/7f7;U;K-;Kl— ^7f-;w>f^;u) r i j xjit^^ji) - 3 -1/7^7 x- 

25 ;U77X> 5. 74g (9 496) *^i-5o 

IN-NMR (CDCI3) <5M: 1. 34 (9H. s) 3. 01-3. 1 
6 (2H, m) 4. 01 (1 H. t. J=5. 4H2) 5. 34 (2H. s) 
7. 34-7. 94 (IIH. m) 
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'l^>otlt:Na - ( t e r t -y'f-Jl/^^iyt} Jl:f^—jU (1 -i-y ^jU) 
75yxyi/*^;u) -3->7y7x^;U75-:/ lg(l. 96 2mmol) 
^'Jiraajt^rySOmUzmmbs *?^Tx ^;U7 i y t 'J ^ > 4 8 Om 
g(3. 924mmol), l-x^;u-3- (3 - v^;< ^;U7 = y kVU) 
-*;u.t:i^-r i KJSKtg? 5 3mg (3. 9 24mmol). 
-;ue'^5i^>igK«5 9 Img (2. 9 4 5mmo 1 ) ^Jdx.. Si^Fallt^-r 

f-yU: n-'^+1^>=l : l) lCTfllSil"r5 i:. Na- (t e r t-y5^;P;*-^ 
T5-> 4-^^>x;U;^^;ue'^5-:? F 3 OOmg (2 3%) *?i-5o 
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1 Structure 


MS 


NMR (5 value) 


37 


^^^^^^^ 

SOjCHa 




CDCLj: 

l.34(9H.j) 

2.l7-2.23(IH.m) 

2.60{3H.s) 

2.64.2.67(2H.m) 

2.77-2.97{5H.m) 

3.45-3.48(2K.ni) 

4.32-4.34(1 H.m) 

5.28(2Hjn) 

6.08(IH,dJ=7.80Hz) 

7.I9.7J0(aH.m) 

7.76-8.02(3H.m) 


38 


o*Si 




CDCL3: 

1.40(9H.s) 

2.76-3.52(10H,ni) 

4.50-4.53(1 H.ra) 

5.36(2H,s) 

7.38-8.07(12Hjn) 


39 






CDCLj: 

0.81-1.01(4H.m) 
1.42(9H^) 
2.49-2.73(2H.m) 
2.87-2.93(3H4n) 
3.20-3. 58(6H.m) 
4.32(lH.bs) 
5.37(2H.qJ= 13.1Hz) 
6.03(lH,(U=7.7Hz) 
7.36-8.14(1 lH.m) 


40 


0^ 




CDCLj: 

1.42(9H.s) 

2.45-3.l8(8H.m) 

2.83(6H^) 

3.30-3.56(2H,m) 

*»-29-4.31(lH.m) 

5.27.5.43(2H.m) 

6.06(lH.(I.J=7.4Hz) 

7.30-8.14(1 lH.m) 
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Slructure 


MS 


NMR (5 value) 


41 . 






CDCLj: 
l.41(9H.s) 
2.65-3.5 !(!OH.m) 
3.73(3H.s) 
4.32(lH,q.J=13.3) 
5.33-5.37(2H.m) 
6.02(1 H.d,J=7.5Hz) 
7.30-8. lO(llH.m) 


42 


Boc^ 




CDCL3: 

l.42(9H.s) 

l.78-1.86(lH.m) 

2.15-2.97(7H.ni) 

3,14(2H.s) 

3.40-3 SSnH m) 

3.74(3H.s) 

4.28-4.34(lH,ni) 

5.32-5.37(2Hjn) 

6.ll(lH.d.J=7.4H2) 

7.32-8.18(1 lH,m) 








CDCL3: 

1.42(9H.s) 

2.46-2.75(2H.m) 

2.85-2.92(3H.m) 

3.22-3.58(5H,in) 

4 27-4 3iriH m'l 

5.27-5.44(2H,in) 
6.07{lH.d,J=7.5H2) 
7.27-8. 15(llHjn) 


AA 


^^^^^^^^^^^ 




CDCLj: 

1.25- 1.53(6H.m) 
1.43(9H,s) 
2.68-2.72(2Hjn) 
2.80-2.82(1 H.m) 
2.89-2.92(1 H.m) 
3.l7-3.25(lH.m) 
3.50-3.57(lH.m) 
4.33-4.35(1 H.m) 

5.26- 5.38(2H.m) 
6.21(IH.dJ=7.3Hz) 
7.30-8.11(1 lH.m) 
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Structure 


MS 


NMR (5 value) 


45 






CDCLj. 

l.30(4.5H.s) 

l.40(4.5H^) 

2.29-4.72(9H.m) 

5.20-5.34(2H.m) 

6.17(0.5H.dJ=7.4Hz) 

6.26(0.5H.d,J=7.4Hz) 

7.17-7.88(15H.m) 


46 


CH3 




CDCL3: 
1.44(9H.S) 
1.96-2.55(4H.m) 
2.27(3H.d.J=10.2Hz) 
-•oj-j-Uj('m.ni) 
.3.45-3.7 l(4H.m) 
4.24-4.36(1 H.m) 
5.31-5.36(2H.m) 
7.36-8.10(1 lH.m) 


47 


60c 

Boc 




CDCI3: 

1.41(9H,s). 1.48(9H,s) 
2.65 - 2.70(3H.m) 
2.82-2.92(2H,m) 
3.0l-3.18(2H,in) 
3.32-3.44(3H,m) 
4.32(1 H.q,J=6.9H2) 
5.35(2H.qJ:=13.0H2) 
6.09(1 H,d.J=7.5Hz) 
7.30-8.10(1 IH,in) 


48 


dOOEt 




CDCL3: 

0.90(3H.U=6.63H2) 
1.43(9H.s) 
2.6|.2.70C3H.m) 
2.83.2.96{2H.m) 

3.13- 3.26(2H,m) 
3.34-3.5 1 (3H.m) 

4.14- 4.22{2H,m) 

4.3 1- 4,38(1 H.m) 

5.32- 5.39(2H,m) 
6.l6(IH.dJ=7.38H2) 
7.29.7,39(3H,m) 
7.50-7.6 l(5H.m) 
7.85-8.1 l(3H.m) 
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Structure 



MS 



NMR (5 value) 
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COiOO: 

l.4:i9H.j> :.80.lV8<3Hjn) 

3.6l..r70(IH.m) 

J4l-i.46<1H.mi 

5.2V.5.40(:H.m) 

6.26-6 .2S( I H.mJ 

6.38<IH,dJa8.34H« 

6,72-6.74{IKm) 

7,.15.7.38(3Km) 

7.3l.7..M(5H.m) 

7.84-7.9 U2H.m) 

8.09-8.24(2H.m) 



50 




CDCL3: 

2.07-2. 13(3H.m) 

2.25(3H.s) 

2.3I-2.36(IH.m) 

2.64.2.70(IH.m) 

2.82-2.99(3H.m) 

3.37.3.6l(2H.m) 

4.36-4.39(1 H.m) 

5.29-5.45(2H.m) 

6.l3-6.I6riH.m) 

7.32.7.4U3H.m) 

7.52.7.59(5H.m) 

7.84.7.92(2H.ni) 

8.094.l3(lKm) 



51 




CDCU: 

1.34<9hj) 

2.28-2JI(IH.m) 

2.67-Z97{7H.m) 

3.S4.3J8<2H.m) 

4J0-4.33(IH.m) 

3.2W.37(2H.m) 

6.08(IHuJJ=:7.48Hz) 

6.74.6.86(3H.m) 

7.19-7.27(5H,m> 

7.43.7.52(5H.m) 

7.76-7.84{2H.m) 

7.99-8.04(IH.in) 



52 




CDCL3: 

L32(9H,s) 

2.63-2.87(6H,m) 

2.98.3.22(4H.m) 

4.35-4.38(lH.m) 

5.22.5.36(2H,m) 

6.02(lH,d,J=7.89H2) 

7.20-7.34(3H,m) 

7.45-7.5 l(5H,m) 

7.76-8.00(3 H,m) 
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MS 


NMR (5 value) 
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^^^^^^^ 




CDCL,; 

l.32<9H.3) I.S:.i.86(IH.m) 
154-2.37(1 H,m) 
169.2.73(2H.m) 

:.98.3.0U2H.m) 
3.32-3.36(1 H.m) 
3.620.63(1 H.m) 
4.36-1.40(1 H.ni) 
5.26.5.39f2H.m) 
6.I2{IH.bfj) 7.1 9-7.2 l(4H.m) 
7.5!.7.70{9H.m) 
7.84.8.05(3H.m) 


54 






CDCLv 

1.44(9H.s) 2.41.2.45(lH.m) 
2.73-2.78(1 H.m) 
2.83(6am) 2.87.2.99(5am' 
3.1l-3.l8(2am) 
3.5l-3.55(2H,m) 
4.38-4.4 l(IH.m) 
5.30.5.45(2H,m) 
6.05(lH,d,J=7.62H2) 
7.30-7.42(3H.m) 
7.53-7.6 1 (5H,m) 
7.86.7.94{2H,m) 
8.09-8. 12(lH.m) 


55 






CDCLj: 

\3M9Hs) 1.85- l5(XlHan) 

2.49(3Hj) 2.39.2.69(3H,in) 

2.78.2.87(3H.m| 

19l-1.96(IH.fn| 

3..ia-3.4i(m.m) 

3J9.3.63(tH.m» 

4.3.V4Jl6(IHjn) 

3.26-5.4 l(2Hjn) 

5.95(1 H.dJft7.68Hz) 

7.l9.7.26(4H.m) 

7.39.7.42(2H.jn> 

7J2-7.6l(6H,m) 

7.84.7.93{2H.in) 

8.08-8J2(lHjn) 


JO 


^^^^^^^ 




CDCL,: 

L36(3H.U-7,44Hz) 

2.37.2.41(1 H.in) 
2.6|.2.78(2H.m) 
2.82-2.96(3H,m) 
3.02O.]8(2H.m) 
3.520.53(2H.m) 
4.34-4.37(1 H.m) 
5.33.5.40(2H.m) 
6.01(1 H^J=7.69H2) 
7.30-7.42(3H.m) 
7.3l.7.6lt3H.m) 
7.87.7.97(2H.m) 
8.lO-8.l4(lH.fn) 
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MS 


NMR (5 value) 


57 


o 


CN 

NH2 




CDCIv 

l.44(9H.s) 

2.62.2.95(5H.m) 

3. 12- 3.5 1(5 H.m) 
j.>^-j.v /( jri.m) 
4.38(1 H.brs) 
5J5-5.46(2H.m) 
5.9S(IH.dJ=7.57H2) 
7.31-7.4I(3H,m> 
7.5I.7.60(5H.m) 
7.87.7.95(2H.m) 

8.13- 8.l5(JH,m) 


58 




7^ 02 
60c >t 
H3CC7 




CDCLj: 

1.45(9H,s) 

1.8 M. 98(1 H.m) 

2.52-2.61 (!H,m) 

2.86-3.0l(3H.m) 

3.30-3.33(3H.m) 

3.50-3 88f4H rr\\ 

4.IO-4.32(lH.m) 
5.32-5.4l(2H.m> 
6.09-6.27(1 H.m) 
7.36-7.43(3H.m) 
7.50.7.59(5H.ni) 
7.83-7.90(2H.m> 
8.06-8.12(lH.m) 


59 




CN 

5o a) 

60c M 




CDCL3: 

0.85-0.95(3H.m) 
1.20-1.65(4H^) 
2.25-3.00(5H4n) 
4.20-4.50(2Hjn) 
5.20-5.40(2H,m) 
6.10-6.30(lH.in) 
7.25-8.15(1 iH,in) 


60 




CN 




CDCL3: 

0.89(3H,dJ=6.46) 

1.20-1.65(I4H4n) 

2.75-3. 15(4H.m) 

4.20-4.55(2H.in) 

5.20-5.55(3H.m) 

6.15-6.35(lH.m) 

7.25-8.15(1 lH.m) 
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Structure 



61 




MS 



NMR (5 value) 



CDCLj: 

1.40(9H.s) 

l.70-2.35(4H.ni) 

2.80-3.20(4H.m) 

3.60-3.85(2H.m) 

4.45-4.55(lH.m) 

5.35-5.45(2H.m) 

6.0(lH.d.J=7.77) 

7.25-8.15(1 IH.m) 



62 




CDCLj: 

1.25-l.85(14H.m) 

2.25-2.85(4H4n) 

3.65(3H,s) 

4.I5-4.40(2H.m) 

5.20-5.45(2Hjn) 

6.05-6. 15(lH4n) 

7.20-8. 15( nam) 



OOMe 



63 




Mass(ESI): 
566(M+H)* 



HCI 



DMSO-d«: 

1.45(3H.U=6.97Hz) 

2.00(3H.s). 2.89(lH,bs) 

3.00(lH.bs) 

3.I0.3.90(9H.m) 

4.ll(lH.dJ=l3.9H2) 

4.50^.70(3H.ra) 

7.36-7.62(7H.m) 

7.71(lH.dJ=7.02H2) 

7.83-7.94(4H.m) 

8.24(lH,bs). I1.40(lH.bs) 

l2.26(lH,bs) 



64 




CDCL,: 

IJ6(9HjL l.97(3H.s) 

2.l3-2JinHjn) 

2.43-2.47(lHjn) 

:j|.;j7jIH.in) 

2.69..V0l(4H.m) 

1.2<-.1.40(IH.in) 

3.66..V70(lHjn) 

4.»-IJ.^(IHjn) 

6.0l-6i>4<lH.in) 
6.2l-«.46(3Hjn) 
«.«3-6.96(IHjn) 
7.40-7 J U4Hjn) 

^.^^^^X2^^H.m) 

7.97-S.OIIIH.ml 
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MS 
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65 






CDCU,: 

UM;illH.mi 
2.4^2.47{JM.mi 
2.AI-2..17(tRm» 
2.69.>.0l{4H.ni) 
3:}I..V40(tKm) 

4.:9-i..V1MHjiii 
3.1.l.5.27(2Mjn) 
6.0l-6.(M(SHjn) 

6.9M.96<IHjn| 
7.40-7,5 M4H.m» 
7.7;.7.82l2H.inJ 
7.97.8.0 l<IH.m) 
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MS 
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Mass(ESI): 
573(M+Hr 


2.3I.2.37(lH.m) 
2.59(3as) 
2.68-2.90(6H.m) 
3.03-3. 1 1(lH.m) 
3.27-3.5 l(3H.m) 
4.19-4.38(3H.m) 
7.29-7.99(1 1 H.m) 


0/ 






Mass(ESI): 
523(M+H)* 


CD3OD: 

1.90-I.94(2H.in) 

2.65-2.74(1 H,m) 

2.81-2.89(lH,in) 

3.I4.3.3K6H 

4.19^.42(3H.m) 

7.30-8.01(12H4n) 




O 


HNyNHj 


Mass(ESI): 
563.(M+H)* 


CD3OD: 

0.69-0.74(4H,m) 

1.62-1.81(lH.m) 

2.73-3.03(4H.m) 

3.20-3.52(6H4n) 

4.20-4.42(3Hjn) 

7.20-7.95(1 IKUn) 


69 




HNyNHj 


Mass(ESI): 
566(M+H)* 


CD3OD: 

2.44-3.36(10H.m) 
2.68(6H.s) 
3.76(lH.bs) 
4.2l-4.4I(3H.m) 
7.19-8.02(1 1 H,m) 
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o 


LJk.1 kit J 


Mass(ESI): 
553(M+Hr 


CD3OD: 

2.71-3.77(10H.m) 
3.57(3H.s) 
4.l9-4.4I(3H.m) 
7.21-8.02(1 1 H.m) 


71 




""0 

0!^k>C0NH2 


Mass(ESI): 
552(M+Hr 


CD3OD: 

1.79-2.32(4H,m) 

2.69.2.87(2H,in) 

2.78(2H.s) 

3.09-3.50f4H 

4.23-4.42(3H.m) 

7.23-8.03(1 lH.m) 


72 


O 


1!) 

0 


Mass(ESI): 
496(M+H)* 


CD3OD: 

2.64-3.50(10Hjn) 

4.20-4.41(3am) 

7.22-7.98(UH.in) 


73 






Mass(ESl): 
494(M+H)' 


CD3OD: 
l.I9-1.52(6H.m) 
2.65-2.7 l(lH.m) 
2.83-2.90(lH.m) 
3.n-3.42(4H,in) 
4.23-4.4 l(3H.ra) 
7.27-7.99(1 lH.m) 



wo 97/19919 



l»CT/JP9d/03S20 





Structure 


MS 


NMR (5 value) 
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o 




Mass(ESI): 
542(M+H)* 


CDjOD: 

2.l9-2.95(4H.m) 

3.38-3.77(2H.m) 

4.03-4.46(5H,m) 

7.01.7.99(15H.m) 


75 




HN^Hj 

■"4 


Mass(ESI): 
523(M+H)* 


CD3OD: 

l.98-3.55(12H.m) 
I.98(3H.d.j=l2.7Hz) 
4.28-4.39(3H.m) 
7.34-8.08(1 lH.m) 


76 




1^ rli 

H 


Mass(ESI): 
495(M+H)* 


CD3OD: 

1.90-l.98(2H,in) 

2.3I-2.38(lH.m) 

2.45-2.57(2H.m) 

2.70-2.73(lH,m) 

2.83-2.86(1 H,m) 

3.01-3.37(3H.m) 

4.19-4.42(3H.m) 

7.24-7.98(1 lH,m) 


77 




H H ^ 

COOEt 




CD3OD: 

I.14(3H.t,J=7.08) 

2.63-2.7 l(2Hjn) 

2.75-2.81 (I H,m) 

2.95-3.03(2H.m) 

3.09-3.30(5H,m) 

3.99(2H.qJ=7.lO) 

4.20-4.40(3H.m) 

7.17-7.48(8H.m) 

7.78-7,99(3H.m) 
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1 Structure 


MS 


NMR (5 value) 


78 




6 




CDiOD: 
2.7j-2.90(3H.m) 
3.04-3. 10(2H.tn) 

3.19- 3.43{5H.m) 

4.20- 4.38{3H.m) 
6.56-6.58(2H.m) 
7.16-7.47(9H,m) 
7.68-7.75(2H.m) 
7.95.7.99(2H.m) 


79 




""0 

CHj 




CD3OD: 

1.65-l.70(lH.m) 

1.99(3H.s) 

2.10-2.15{3H,in) 

2.75-2.82(2H.m) 

2.97-3.06(1 H.ra) 

3.20-3.3 l(3Hjn) 

4.24^.40(3H.m) 

7.29-7.5 l(8Hjn) 

7.71-7.82(2H.ra) 

7.99-8.02(lH.m) 


80 


o 


""0 

6 


Mass(ESI): 
571(M+Hr 


C1>30D: 
2.28-2.32(1 H.m) 
2.75-2.9 l(5H.m) 
3.25-3.45(4H.m) 
4.21-4.41(3H,ni) 
6.72-6.77(3H.m) 
7.09-7.48(1 OH.m) 
7.70-7.80(2H.m) 
7.98-8.01(lH.m) 


81 




SO2CF3 


Mass(ESI): 
627(M+H)* 


TFA-d: 

2.69-2.94(2H.m) 
3.20-3.65(8H.m) 
4.49-4.6 l(3H.m) 

7.47-7.54(4H.m) 
7.79-7.87(3H.in) 



54 
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Stnjcture 


MS 


NMR (5 value) 


82 


o 




Mass(ESI): 
635(M+H)* 


CDjOD: 

2.24-2.27(1 H.m) 

2.66-2.82(5H,m) 

3.22-3.4 l(4H.m) 

4.3l-4.36(3H.m) 

7.22-7.59(l3H.m) 

7.79-7.97(3H.m) 


83 




"6 


Mass(ESI): 
602(M+H)* 


CDjOD: 

2.48-2.52(1 H,m) 

2.66(6H.s) 

2.7l-2.82(2H.m) 

2.88-2.95(3H.m) 

3.21-3.36(4H 

4.3CM.46(3H4n) 

7.35-7.52(8HjQ) 

7.73-7.8 l(2Hjn) 

7.98-8.03(1 H.m) 


84 


o 


""6 


Mass(ESI): 
649(M+H)* 


DMSO-d<i: 

1.58-1.6l(IH.in) 

2.18-2.22(lHjii) 

2.43(3H.s) 

2.50-2.59(2H4n) 

2.80-2.87(4H4n) 

3.62-3.69(2H.in) 

3.97-4.44(3Hjn) 

7.l6.7.22(3H4n) 

7.36-7.55(8H,m) 

7.66(lH.s) 

7.84-7.97(3Hjn) 








Mass(ESI): 
587(M+H)* 


CDjOD: 
l.ll-I.I6(3H.m) 
.2.56-2.60(1 H.m) 
2.75-2.80(2H,m) 
2.88-2.94(4H.m) 
3.01-3.O8(IH.m) 
3.22-3.30(2H.m) 
3.42.3.49(2H.m) 
4JI.4.42(3H.m) 
7.26-7.37(4H.m) 
7.43-7.49(4H.m) 
7.73-7.82(2H,m) 
7.98-8.02(1 H.m) 
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mm 


Structure 


MS 


NMR (5 value) 


86 


o 


UM Kii-J 

f'o. ^ 

"'"0 

&S3 


Mass(ESI): 
566(M+H)* 


CD3OD: 

2.66-2.70(1 H.m) 

2.8l-2.85(2H.m) 

2.99-3.03(1 H.m) 

3.20.3.37(6H.m) 

4.21-4.41(3H.m) 

7.17-7.36(4H.m) 

7.42-7.48(4H.m) 

7.70-7.78(2H.m) 

7.99-8,02(lH.m) 


87 




H3CCJ 


Mass(ESI): 
510(M*) 


CD3OD: 
1.77-1.79(lH.m) 
2.64-2.90(4H.m) 
3.00-3. 10(3H.in) 
3.28-3.43(2H,m) 
.3.52-3.70(2H,m) 
4.0M.35(3H,m) 
7.25-7.49(8H.m) 
7.70-7.80(2H.in) 
7.94-7.98(lH.in) 


88 


Of 




Mass(ESI): 
508(M+Hr 


CD3OD: 

0.80-0.98(3Hjn) 

1.10-1.55(5H.m) 

2.25-2.95(5H.m) 

3.50-3.75(lH4n) 

3.95-4.45(4H.m) 

7.05-8.05(1 lH.m) 


89 






Mass(ESI): 
508(M+H)* 


CDjOD: 
0.70-0.95(3H.ni) 
1.15-1.60(5H.m) 
i.90-2.85(5H.m) 

J.'»j-J.70(lH,in) 

3.95-4.65(4H.m) 
7.05-8.05(1 1 Hjn) 
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mm 


Structure 


MS 


NMR (5 value) 


90 


"""9 


Mass(ESI): 
508(M+H)* 


CD3OD: 

1.15-1.45(4H,m) 

2.70-2.95(4H.m) 

3.30-3.45(IH,m) 

4.15-4.80{4H.m) 

7.15-8.05(1 lH.m) 


VI 


^^^^^^^^^^^ 

COOEt 


Mass(ESI): 
566(M+H)* 


CD3OD: 
1.15-l.65(8H.m) 
2.30-2.85(4H.m) 
3.5G.3.75(lH.m) 
3 85-4 40<'fiH 

7.10-8.10(1 lH,m) 


92 


H H ° 

COOH 


Mass(ESI): 
538{M+H)* 


CD3OD: 

1.20-1.70(5Hjn) 

2.25-2.90(4Hjn) 

3.55-3.65(lH4ii) 

4.U5-4.45(4H,m) 

7.20-8.15(1 IH^) 


7J 


*^ ^ 


Mass(ESI): 
550(M)* 


CD3OD: 

1.91(3H.d.J=13.2H2) 

2.60-2.90(6H.m) 

2.95-3.38(7H.m) 

4.17(lH.U=12.85Hz) 

4.26-4.40(2H.m) 

7.11(lH,m) 

7.23(lH,m) 

7.32.7.49(6H.m) 

7.70-7.8 l(2Hjn) 

7.97-8.04(1 H.m) 
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Structure 


MS 


NMR (5 value) 


94 




'"0 

O^Ha 


Mass(ESI): 

552(M)* 

575(M+Na)* 


l.«li.1H.te) 

2.18-.VOniHjn» 

.V09-.1.24(2H.ml 

.V280.}9(5H.m loU nH^O) 

.1.90.4.0:ilH.trl 

4.20-4..12tlH.m) 

IH.qJ>8.i3Hz) 
S.lt3(2H.bi) 
7.23-7.4.1(4H.m) 
7.4J.7.4J(6H.m) 
7.lt«IH.dJa3.im> 
7.92-<.0M2Hjn) 
f.64<IHj) 


95 




Mass(ESI): 
524(M+H)" 


CDjOD: 

2.06(3H.d,J=8.5Hz) 
2.78-3.79(1 lH.m) 
4.06(2H,s) 
4.51-4.60(2H,m) 
7.17-8.12(1 lH.m) 


96 


^^^^ 0 r^^^^ 

"'"0 

C3*^Ha 


MassCESI): 
510(M+Hr 


CDCL3: 

1.98(3/2H.s).2.04(3/2H.s) 

2.77-2.92(3H.ni) 

3.03-3.26(4H.m) 

3.35-3.55(3H.m) 

4.37-4.40(1 H.m) 

4.57-4.60(2H.m) 

4.67-4.69(1 H.m) 

5.54- 5.58(lH.m) 
6.40-6,52(3H,m) 
7.02-7.04(1 H.m) 
7.4iU7.47(2H.m) 

7.55- 7.6 l(2H.in) 
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^^^1 9 7 

Na- (t e r t -y^;U;f^ >//7>>U>tC-;U ( 3 - 7 x-;i/- n --/o bVU) 7 
hf^ 'J ^ KO^Bfc 

^ififfll2i:l^«UcLTx Na- ( t e r t -7'^;U;^4••>;!7;^;^:Jl;^ (3 -7 x 
-;l/-n-yalf;U) 7 J y -3-">7y 7x^;U77-> (2 

liiTmmiz Lxn^z tt^v^^o 
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Structure 


MS 


NMR (6 value) 


97 


BocH ^ 




CDCl., 

1.24-4.73 (2jH, m) 
1.48 (9H.S) 
6.06-7.55(1 OH. m) 


98 






CDCl, 

I.19(3H,t,J=7H2) 
1.47 (9H, s) 
1.94 (2H. m) 
2.63 (2H, m) 
3.15 (2H. m) 
3.62-3.65 (2H. m) 
4.11 (2H, m) 
5.92(lH.d,J=7H2) 
7.17-7.58 (10H.m) 


99 


BocH <i 




CDClj 

1.25-4.76 (17H. m) 
1.48 (9H, s) 
5.21 -5.43 (2H. m) 
6.11-8.11 (12H. m) 


100 






CDClj 
1.46 (9H.S) 

6.05-7.56 (lOH. m) 
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Structure 


MS 


NMR (5 value) 


101 


c 




JocH 


CN 




CDCh 

1.23-5.38 (19H. m) 
1.43 (9H. s) 
6.01-8.17 (12H, m) 


102 


c 


^ BocMe ( 


CN 




CDCI3 
1.38 (9H, s) 
2.04 (3H, s) 
2.60-3.60 (13H,m) 
5.10-5.25 (lH.m) 
5.44 (2H. s) 
7.30-8.05 (12H,m) 


103 








CDCI3 

1.19-1.32 (6H.m) 
2.02. 2.05 (3H, s each) 
2.60-3 80 Cl 


104 


Cl 


^ BocH t 


CN 

D 




CDC13 

1.33 (9H.S) 
2.10 (3H,s) 
2.90-3.70(1 OH. m) 
4.75-4.95 (IH. m) 
5.33 (2H. s) 
6.10-6.40 (IH.br) 
7.30-8.00 (8H. m) 
8.16 (lH.d. J=8.3Hz) 
8.90 (IH, d, J=4.2Hz) 
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Structure 


MS 


NMR (5 value) 


105 




FAB-MS 
534 (M+H*) 


CDCIi 

1.95. 2.06(3H,sach s) 

(3n, s) 
2.40-3.75(1 OH. m) 
4.25-5.00 (3H. m) 
5.30-5.50 (IH.m) 
7.20-7.70 (8H. m) 
7.80-8.00 (2H.ni) 
8.20-8.40 (IH. m) 
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Structure 


MS 


NMR (5 value) 


106 






CDC), 

1.20-1.26 (3H. m) 
1.38 {9H.S) 
2.89-3.07 (2H, m) 
3.76-3.86 (IH, ra) 
4.07^.49 (6H, m) 
5.70 (IH, d,J=5.94H2) 
7.19-7.53 (14H. m) 


107 






CDCI3 
1.40 (9H. s) 
2.09 (3H. brs) 
2.90-3.70 lOH. m) 
3.81 (3H. s) 
4.68-4.83 (3H. m) 
6.22-6.25 (lH.m) 
6.87-7.67 {8H. m) 








CDCI3 

2.07. 2.09 (3H. each s) 
1.37-1.41 (12H. m) 
2.80-3.70 (lOH, m) 
4.12(2H.q.J=7.14H2) 
4.75-4.98 (3H. m) 
6.05-6.18 (IH. m) 
6.82-7.71 (8H.m) 


109 


BocH 




CDCU 
1.47 (^H. s) 
2.07 (3H, s) 
2.63-3 49 nOH m^ 
3.81 (3H. s) 
4.22-4.28 (IH. m) 
4.7M.85 (2H. m) 
6.05-6.08 (IH. m) 
6.87-7.57 (8H. m) 
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Structure 


MS 


NMR (5 value) 


110 






CDCU 
1.43 (9H.S) 
2.07-2.08 C3H. m) 
2.76-3.70(1 OH. m) 
3.84 (3H,.M 
3.87 (3H,s) 
4.55-4.60 (m.m) 
4.87 (2H, dd.Jsl6.16, 
34.64Hz) 

6,07(IH,d. J=7.26Hz) 
6.89-7.55 (7H. m) 


111 






CDCU 
1.34 (9H. s) 
^.w/, A.w ijn, eacn $) 
2.88-3.62 (10H,m) 
4.03 (2H. s) 
4.62-4.80 (3H.m) 
6.06(lH.d.J=8.25Hz) 
7.03-7.70 (13H. m) 


112 






CDClj 

1.06. 1.09 (3H. each s) 
2.09 (3H, s) 
3.00-3.80(1 OH m) 
5.15-5.40 (lH.m) 
5.48(lH.d.J=18Hz) 
5.58(lH,d.J=I8H2) 
7.40-8.10 (10H.m) 
8.45-8.65 (lH.q) 


113 






CDCl, 

1-23 (3H, t. J=7.25Hz) 
1.41 (9H. s) 

"^•v— -J.UJ ^ifl, IIl^ 

4.02-4.09 (3H, m) 
4.75 (2H.dd.J=16.83. 
20.13Hz) 

5.90 (IH. d. J=6.95Hz) 
7.06-7.54 (13H, m) 
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Stnjcture 


MS 


NMR (5 value) 


114 


^^^^^^^^^^ 




CDCl, 
1.32 (9H s) 
2.04 (23H. s) 
2.94-3.91 (14H. m) 
4.76 (IH. br) 
6.00(lH,br) 
7.08-8.09(1 OH. m) 


115 


BocH fi 




CDCI3 

1.47 (9H. s) 

2.10 (3H.S) 

2 83-4 86 n "^H m\ 

3.84 (3H. s) 

3.84 (3H, s) 

3.85 (3H. s) 
6.02 (IH.br) 
6.60-7.58 (6H. m) 


116 






CDClj 

1.50. 1.51 (9H. each s) 
I.0O-4.86 (25H, m) 
7.23-7.59 (10H.m) 


1 17 

11/ 


H 




CDCI3 

1.46 {9H. s) 

1.98. 2.03 (3H. sach s) 

2.74-3.69 (16H.nj) 

4.62 (IH.br) 

6.13 (lH.br) 

7.00-8.13 (] OH. m) 
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Structure 


MS 


NMR (S value) 


118 


^^^^^^^^^^^^^^ 




CDCl, 
1.33 (9H.S) 
2.04(3H. s) 

2.82- 3.63 (I2H. m) 

3.83- 4.00 (2H. m) 
4.82 (IH, m) 
6.15(JH,d,J=8.25Hz) 
7.30-8.15 (IIH. m) 


119 


^^^^^^^^^^^^^^^ 




CDClj 
1-36 (9H. s) 
2.03 (3H. s) 
2.85-3.70 (12H.m) 
3.80-4.05 (2H. m) 
4.78-4.90 (lH.m) 
6.15-6.28 (6H.m) 
7.25-7.88 (IIH, m) 


120 




FAB-MS 
695{M+H') 


1.51 (9H, s) 
1.50-1.80(4Hjn) 
2.09 (3H,s) 
2.44-4.03 (19H,m) 
4.82-4.90(1 H.m) 
6.20-6.35(lH,m) 
7.08-7.62 (9H.m) 


121 






CDCl, 

1.42 (9H. s) 

2.09 (3H. s) 

2 90-3 75 n7H Tn'\ 

3.75-3.95 (2H. m) 
4.82 (IH. br) 
6.08(lH,br) 
7.40-7.65 (6H. m) 
8.05-8.15 (2H. m) 
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Structure 


MS 


NMR (5 value) 


122 






CDCI, 

1.40 (9H,s) 
2.04.2.05 (3H, eachs) 
2.72-3.65 ( 1 3H.m) 
4.63-4.71 (lH.m) 
6.40-6.53 ( I H,m) 
7.28-8.10 (I0H.m) 


123 


NHBOC 5^ 
BocH 




CDClj 
1-32 (9H.S) 
1.51 (9H 
2.09 (3H.S) 
2.70-3.90 (I4H.m) 
4.85-5.00 (lH,in) 
5.90-6.00 (IH. m) 
6.80-7.80 (9H. m) 


124 






CDClj 

1.18(3H.t.d=7.10Hz) 
1.47 (9H.S) 
2.90-3.10 (2H. m) 
3.85-4.20 (3H, m) 
5.31(2H.ddJ= 
16.66,45.69Hz) 
5.90 (IH. d.J=6.60Hz) 
7.25-8.05(1 OH. m) 


125 






CDClj 
1.39 {9H. s) 
1.52 (9H. s) 
1.65-2.00 (2H.br) 

T AO f^U C*v 

.i.Uo (3n,S) 
2.80-3.95 (15H. m) 
4.85-5.00 (IHjn) 
5.90-6.10 (lH.br) 
6.90-7.85 (8H. m) 
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Structure 


MS 


NMR (5 value) 


126 




BocH ^ 


CN 

6 




CDCN 
1.44 (9H. s) 
2.13 (3H, s) 
2.20-4.05 (22H, m) 
5.12 {IH. br) 
7.25-7.60 (5H, m) 


111 




1 BocH 


iD 




CDCU 
1.49 {9H. s) 
2.08 (3H, s) 
2.60-3.60 (lOH, m) 
4.20-4.40 (2H.m) 
4.71 (2H.m) 
5.97-7.58 (10H,m) 


128 


Oo 


BocH ( 


CN 

O 




CDClj 
1.49 (9H.S) 
2.07 (3H. s) 
2.50-3.60 (lOH. m) 
4.15-4.45 (5H.m) 
4.60-4.80 (2H. m) 
5.95-6.10 (lH.rn) 
6.80-7.05 (3H, m) 
7.30-7.70 (4H.m) 




CO 


.BocH ( 


CN 

6 




CDClj 
1.44 (9H. s) 
2.11 (3H, s) 
2.95-3.80 (lOH, m) 
4.78 (lH.br) 
5.07 (2H, m) 
6.13 (2H. s) 
6.20 (IH.br) 
6.96(IH,br) 
7.43-7.60 (5H. m) 
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MS 


NMR (6 value) 


130 


BocH J 


CN 

0 




CDCl, 

1. 20-2.00 (6H.m) 
1.45. 1 .49 {9H. each s) 
2.11 (3H.S) 
3.00-4.10 (I5H,m) 
4.85-5.05 (IH.m) 
6.00-6.40 (IH.m) 
7.40-7.58 (4H. m) 


131 




CN 




CDCl, 
1.45 (9H. s) 
2.10 (3H, s) 
2.90-3 7 1 n nH m^ 
4.61-4.87 {3H.m) 
6.06 ( I H, brs) 
7.39-7.88 (7H,m) 


132 




CN 

u 




CDCI3 

1.42. 1.43 (9H. s) 
2.00-2.15 (3H. m) 
2.90^.50 (15H. m) 
4.80-5.00 (lH,br) 
o.uj-o.zu ( lii, m) 
6.86 (4H,s) 
7.35-7.65 (4H. m) 


133 


BocH } 


CN 

0 




CDCI3 

1.55. 1.56 (9H. s) 
1.581.2.04 (3H. s) 
2.10-3.55 (10H.m) 
4.04, 4.07 (3H.S) 
4.30-4.50 (IH, m) 
5.00-5.25 (2H,m) 
6.05-6.25 (IH. m) 
7.15-7.65 (6H. m) 
7.70-7.90 (2H. m) 



wo 97/19919 PCT/JP96/03520 





Structure 


MS 


NMR (5 value) 


134 






CDCIj 

1.20-1.90 (lOH. m) 
1.48 (9H. s) 
2.10 (3H. s) 
3.00-3.80 (15H. m) 
4.92 (IH. m) 
6.14 (IH. m) 
7.39-7.58 (4H. m) 


135 


BocH X 




CDCI3 
1.41 (9H, s) 
2.10(3H, s) 
2.90-3.65 (lOH, m) 
3.48 (3H. s) 
4.70-5.23 (5H. m) 
6.06 (IH. d) 
6.96-7.58 (8H. m) 


136 


BocH fl 




CDCI3 
1.48 (9H.S) 
2.09 (3H, s) 
2.60-3.62 (lOH, m) 
3.89 (6H, s) 

4.75 (2H, dd. J=34, MHz) 
6.04(lH,brs) 
6.81-7.62 (7H.m) 


137 


pjOspBo<H 6 




CDCI3 
1.47 (9H, s) 
2.11 (3H. s) 
3.00-3.70 (lOH, m) 
4.85-5.00 (lH,br) 

4.93 (2H.S) 

5.94 ( I H. br) 
7.44-7.57 (4H. m) 
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Structure 


MS 


NMR (6 value) 


138 






CDCI, 

1.43 (9H..<;) 
2.11 (3H.S) 
—oj-^./O ( JUH, m) 
3.96 (3H, s) 
4.50-4.95 {3H. m) 
6.01 (IH. br) 
6.90-7.20 (2H. m) 
7.40-7.65 (4H. m) 
7.83 (IH. d.J=8.3Hz) 


139 






CDCI, 
1-43 (9H.S) 
2.04 (3H. s) 
2.36-3.62 (lOH. m) 
3.95 (3H, s) 
4.12-4.33 (IH, m) 
5.29(2H,dd. J=42, ITHz) 
7.12-8.10 (10H.in) 


140 


TBDMSOy^ 

BocHfl 




CDCI3 
0.03 (6H, s) 
1.03 (9H,s) 
1.42 (9H,s) 
2.08 (3H, s) 
2.34-3.66(1 OH, m) 
5.13-5.43 (2H, m) 
5.98 (IH. brs) 
7.08-8.10 (lOH. m) 


141 


COaMe cig 
BocH 5^ 




CDCI3 
1.42 (9H,s) 
2.09 (3H. s) 
2.80-3.80 (lOH. m) 
3.9o (3H, s) 
4.45-4.65 (lH.br) 
4.85 (2H, s) 
6.00 (IH, br) 
7.41-8.04 (8H.m) 

-— . 
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Ng- (7 ^ y X;U:t;-;l/) - 3 -7 ^ v^y 7 x-;UT -7-^- 4 -7-trf-;!/e 
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77->-4-7-fef-;Hf^^ K^'fiSo 
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!l Structure 


MS 


NMR (5 vaJue) 


142 




FAB-MS 
397(M+H*) 


DMSO-J. 
1.95 OH 

2.58-3.56(1 OH. m) 
4.40-4.56 (IH. m) 
6.60-7.70 (7H. m) 
8.31(5H, s) 


143 


Kif' H H 




DMSO-i/^ 
1.16-4.38 (23H.m) 
6.77-8.3 l(14H.m) 


144 




FAB-MS 
433(M+H*) 


DMSO-rfj 
I.i2(3H.i,J=:7H2) 
1.49 (2H m) 
2.14-4.09 (9H, m) 
6.86-8.31 (14H,m) 


145 




FAB-MS 
405(M+H*) 


DMSO-rfg 
1.43-3.96 (9H. m) 
6.74-12.80 ( 1 5H, m) 
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Structure 


MS 


NMR (5 value) 


146 






DMSO-rfe 
2.90-4.47 {6H. m) 
**.o3 (zrl, da, Jalo.j, 
32.7H2) 

6.62(lH.d,J=6.59H2) 
7.19 (IH. dd.J=7J9. 
7.59H2) 

7.20-8.25(1 OH, m) 


147 


^ HjNsjsNH 




'' 50-4 37 /fiH m\ 
6.40-7.70 {14H. m) 


148 






DMSO-d« 
2.78-4.44 (8H.m) 
6.65-8.00 (15H.in) 


149 






DMSO-Jg 
2.76-4.50 n "J H 
6.72-7.96 (15H.m) 
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Mm 


Structure 


■ 

MS 


NMR (5 value) 


150 


^^^^^^^^^^^^ 




DMS0-</6 
2.74-4.52 (8H. m) 
7.03-8.00 (15H. m) 


151 


HjNs^H 
H H fi 


566(M+H') 


DMSO-df, 
1.13^.46 (19H. m) 


152 




FAB-MS 
544(M+H*) 


DMSO-d^ 
1.13-5.16 (23H.m) 
6.86-8.31 {14H.m) 


153 




FAB-MS 
566(M+H*) 




DMSO-d^ 
1.03-5.19 (19H, m) 
7.01-8.31 (16H.m) 
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Structure 


MS 


NMR (5 value) 


154 




H H & 


j) 


FAB-MS 
516(M+H") 


1.23-4.49 (18H. m) 
6.84-9.38 (15H. m) 




n 


on /-^^^ 
H H 


j) 


FAB-MS 
538(M+H") 


DMSO-ifg 
1.23-4.61 (14H. m) 
7.20-12.38 ( 1 7H,m) 


156 




H H 


IklLJ 

COaH 


FAB-MS 
516(M+H*) 


DMSO-^/g 
1.23-4.95 (18H,m) 
6.92-10.20 (15H. m) 


157 




H H 5 


H 


FAB -MS 
538(M+H*) 


DMSO-i/fi 
0.87-4.95 (14H. m) 
7.31-9.15 (17H,in) 
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nam 


Structure 


MS 


NMR {5 value) 


IS8 


HjNs-jNH 


FAB-MS 
551(M+H*) 


DMS0-</6 

1.93. 1.96 (3H. each s) 
2.75-3 60 n3H 
4.15-4.35 (2H, br) 
4.97 (IH. I. J=7.4Hz) 
7.20-7.80 (9H. m) 
7.80-8.00 (2H.m) 
8.06(lH.d.J=7.9Hz) 


1 CO 

159 






DMSO-dfi 
1.38-1.80 (4H. m) 
2.61-4.15 (15H. m) 
6.93-8.30 (9H. m) 


160 






DMSO-d^ 
2.05-2.09 (2H. m) 
2.69-4.11 (9H, m) 
7.12-7.66 (14H, m) 


161 




FAB -MS 
453(M+H*) 


DMSO-d^ 
0.97-1.49 (6H,m) 
1.96 (3H, s) 
2.69-3.60 fl5H 
4.77-4.83 (IH. m) 
7.34-7.89 (4H.m) 
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KKm 


Structure 


MS 


NMR (5 value) 


162 




FAB-MS 
538(M+H*) 


1.98 (3H.S) 
2.70-3.60 (lOH.m) 

4.23 (IH, d. J=I6Hz) 
4.50 (IH. u J=7.3Hz) 
7.25-7.85 (9H.m) 
7.94 ( I H. d. J=8.3Hz) 
8.03 (lH,d. J==8.3H2) 
8.31 (3H.S) 
8.84 (IH, d, J=4.6H2) 


163 




FAB-MS 
551(M+H*) 


DMSO-i^ 

1 95 1 97 r3H each «^ 
2.29 (3H. s) 
2.70-3.60(1 OH. m) 
4.15-4.65 (3H.m) 
7.25-8.25 (12H.m) 


164 




FAB-MS 
495(M+H*) 


DMSO-rfg 
1.03-1.23 (5am) 
2.72-4.09 (8H, m) 
7.12-7.65 (14H, m) 


16S 




PAP \AZ 

517(M+H*) 


DMSO-d^ 
1.96 (3H. s) 
2.81-3.55 (11 H, m) 
3.69-3.85 (4H, m) 
4.41-4.44 (IH, m) 
6.87-7.66 (8H, m) 
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Structure 


MS 


NMR (5 value) 


166 




FAB-MS 
531(M+H*) 


DMSO-df, 

1.33 (3H.t, J=6.95H2) 
1.95 (3H, s) 
2.82-3.60(1 OH, m) 
3.81 (2H.dd, J=I5.5, 
I5.2H2) 

4.30(lH.q.J=6.82Hz) 
4.4M.45(1H. m) 
6.86-7.65 (8H, m) 


167 




FAB-MS 
517(M-hH*) 


DMSO-dfi 
1.97 (3H, s) 
2.77-3.76 (16H. m) 
4.37-4.43 (IH, m) 
6.77-7.68 (8H. m) 
8.29 (5H. s) 


lOo 




FAB-MS 
547(M+H*) 


DMSO-<f^ 
1.96 (3H. s) 
2.85-3.87 {18H,m) 
4.35-4.53 (IH, m) 
6.87-7.66 (7H. ra) 
8.29 (5H, s) 


169 




FAB-MS 
377(M+H*) 


DMSO-^i^ 
1.97 (3H.S) 
2.81-4.10 (14H, m) 
4.42-4.45 (IH. m) 
7.13-8.30 (18H. m) 
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Structure 


MS 


NMR (5 value) 


170 




FAB-MS 
538(M+H') 


1.96 (3H.S) 
175-3.60 (IOH,m) 
4.29 ( 1 H d J=l SH?^ 
4.45-4.60 (2H.m) 
7.25-7.40 {2H.m) 
7.40- 7.90 (8H.m) 
7.99(IH.d. J=7.9H2) 
8.I7(lH.«l.J=8.2Hi) 
8.31 (2H.$) 
8.41 (IH.d.J=5.6H2) 


171 


HzNsjs^NH 


FAB-MS 
495(M+H*) 


DMSO-*/^ 

1.08 (3H. t. J=7.42H2) 
2.81-4.29 (9H, m) 
6.93-7.98 (13H.m) 
8.30 (5H,s) 


172 




FAB-MS 
540(M+H*) 


1.94 (3H, s) 
2.78-3.60 (14H. m) 
4.36 (IH. d. J=7H2) 
6.94-7.66 (15H.m) 


173 


OMe H2r>^jjNH 


FAB-M^ 
577{M+H*) 


DMSO-d^ 
1.96 (3H, s) 
2.76-3.71 (21H.m) 

( I m) 
6.51-7.69 (UH. m) 
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Structure 


MS 


NMR (5 value) 


174 




FAB-MS 
570(M+H*) 


DMSO-</* 
1.96 (3H.S) 
1.40-4.00 (26H.in) 
4.42(lH,in) 
6.65-8.29 (9H. m) 


175 




FAB-MS 
554(M+H*) 


DMSO-^* 
1.67 (2H.m) 
1.96 (3H.S) 
2.50-3.50 (15H.m) 
4.38 (lH.br) 
6.92-8.30 (14H,m) 


176 




FAB-MS 
551(M+H") 


DMSO-d^ 
1.96 (3H.S) 
2.75-3^5 (14H,m) 
4.40 (lH.m) 
7.23-8.10 (llH.in) 


177 




FAB-MS 
551(M+H*) 


DMS0-(/6 
i.95(3H.$) 

4.30 -4.45(1 H,m) 
7.00-7.90(1 1 H,m) 
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Structure 


MS 


NMR (6 value) 


178 




FAB-MS 
6I2(M+H*) 


1.40-1.77 (l4H.m) 
'•97 I.99(3H.eachs) 
2.40-3.60 (19H, m) 
4.30-4.45(1 H.m) 
7.03-7.85 (9H. m) 


179 




rAn-M5 
546(M+H*) 


DMSO-dg 
1.97 (3H,s) 
2.60-3.60 (14H. m) 
4.30-4.45 (I H.m) 
6.90-7.40 (4H, m) 
7.50-7.70 (4H, m) 
8.00-8.15 (2H,m) 










180 


Br hhJ 


FAB-MS 

615,617 

(M+H*) 


DMSO-<f« 
^•W(iti, s) 
2.85-4.60 (I3H. m) 
7.30-8.20 (10H.m) 


181 




FAB-MS 
516(M+H*) 


DMSO-Jg 
1-97 (3a s) 
2.40-3.60 (15a m) 
4.39(lH.brs) 
4.95(lH.brs) 
6.15-6.45 (3am) 
6.90(]at.J=7.6Hz) 
7.15-7.75 (6am) 
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MS 


NMR (5 value) 


182 




FAB-MS 

533.535 

(M+H*) 


DMSO-Jfi 

I.I7(3H,t.J=7.21H2) 
2.80-3.25 (3H. m) 
3.95-4.48 (4H. m) 
4.86(2H,dd. J=16.33 
35.13Hz) 

7.20-8.35 (1 5H. m) 


183 




FAB-MS 
542(M+H*) 


DMSO-rffi 
1.50-1.90 (2H.m) 
1.97 (3H.S) 
2.40-3.60 (15H, m) 
4.30-4.55 (lH.br) 
6.35^.50 (2H. m) 
6.75-6.85 (2H. m) 
7.20-8.10 (6H.m) 


184 




Pap \/c 
510(M+H*) 


DMSO-i/fi 
1.97 (3H.S) 
2.20-3.70 (22H,m) 
4.40 (IH.m) 
7.00-8.30 (9H, 111) 


185 1 




FAB-MS 
531(M+H*) 


DMSO-dg 
1.97 (3H.S) 
2.70-3.80 (12H.m) 

\ 1 ri, lu} 1 
5.97 (2H, s) 
6.60-8.30 (I2H.ni) 
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Structure 


MS 


NMR (5 value) 


186 




FAB-MS 
545(M+H*) 


DMSO-d^ 
1.96 (3H. s) 
2.70-3.80 (12H. m) 
4.19(4H. s) 
4.39(iH.l.J=7.6H2) 
6.50-8.00 (8H. m) 


187 




FAB-MS 
576(M+H*) 


DMSO-dg 
1.96 (3H, s) 
2.70-3.80 (lOH m) 
4.08 (2H. s) 

4.43(lH.t.J=7H2) 
6.23 {2H. s) 
5.75-7.65 (llH.m) 


loo 




FAB-MS 
495(M+H*) 


DMSO-</j 
0.90-1.80 (6H.m) 
1.97 (3H, s) 
2.40-3.60 (14H.m) 
3.82 (lH.d, J=11H2) 
4.39(IH.i.J=7H2) 
5.75-7.65 (9H,m) 


189 




FAB-MS 
567(M+H*) 


DMSO-A 
1.97 (3H.S) 
2.70-3.93 (13H. m) 
4.41 (IH.t.J=7H2) 
7.25-7.94 (7H, m) 
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mam 



Structure 



190 




MS 



FAB-MS 
545(M+H*) 



NMR (5 value) 



DMS0-</6 
1-97 (3H.S) 
2,60-3.70 ( 1 2H.m) 
3.80-3.95 ( I H. m) 
4.05-4.30 (2H. m) 
4.43 (IH. t. J=7.3Hz) 
6.70-6.95 (4H. br) 
7.20-7.90 (3H. m) 



191 




FAB-MS 
587(M+H^ 



192 




H H 



193 




H H 



DMSO-ifs 

1.35 (3H. t.J=7Hz) 

1.96 (3a s) 

2.70-3.60 (10H.m) 

3.90-4.30 (4H. m) 

4.46(lH.l.J=7.4H2) 

7.10-8.00 (lOH. m) 



DMSO-rfg 

1.10-1.80 C10H,m) 
1.97 (3H. s) 

2.50-3.45 (15H.m) 
4.40(IH.i,J=7.5H2) 
6.90-7.70 (9H,ni) 



DMSO-4 
1.94 (3H, s) 
2.50-3.60 (lOH. m) 
3.84 (2H. s) 
4.45^.47 (lH,m) 
5.00-6.60 (6H. br) 
6.69-7.72 (8H. m) 
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NMR (5 value) 


194 






1.96 (3H s) 
2.76-3.60 ( 1 3H.m) 
3.71 (3H.S) 
3.73 (3H, s) 
4.38 (IH. brs) 
6.60-7.78 (7H, m) 


195 






1.97 (3H.S) 
2.80-3.80(1 OH. m) 
3.80 (In, d, J=15H2) 
3.89(IH.d,J=l5H2) 
4.40 (IH. br) 
6.00-7.20 (5H. br) 
7.31-7.66 (4H.m) 


196 






DMSO-^ffi 
1.97 (3a s) 
2.70-3.90 (12H,m) 
3.92 (3H. s) 
4.40(1H. L J=7 6Hz) 
6.96 (lH.d, J=8.3 Hz) 
6.80-7.10 (2H,br) 
7.16 (1H.S) 
7.25-7.40 (2H, m) 
7.83 (IH. d. J=8.3H2) 


197 


H H ^ 




1.96 (3H, s) 
2.87-3.70 ( 11 H.m) 

4.17 (IH. d.J=14Hz) 
4.44 IH. t. J=7H2) 
7.13-7.93 (lOH. m) 
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MS 



198 




199 




200 




201 




FAB -MS 
591(M+H*) 



NMR (5 value) 



DMS0.</6 
1.97 (3H. s) 

2.75-3.80 (J IH.m) 
3.90 ( I H. d. J=15Hz) 
4.20 ( I H. d. J=15Hz) 
4.45 (IH, t. J=7H2) 
7.00-7.95(1 OH. m) 



DMSO-4 
1.96 (3H. s) 

2.75-3.79 (12H. m) 
3.84 (3H. s) 
4.40 (lH,m) 
5.75-7.92 (13H, m) 



DMSO-rfj 
1.96 (3H, s) 
2.81-3.51 (lOH. m) 
3.90-4.26 (2H. m) 
4.46 (IH. m) 
7.53-8.31 (16H,in) 



DMSO-rfft 
1.96 (3H. s) 
2.00-2.50 (2H. m) 
2.75-3.50 (13H. m) 
3.87-3.95 (IH.m) 
4.46-4.42 (IH.m) 
7.10-7.70 (MH.m) 
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202 




FAB -MS 
577(M+H*) 


DMSO-rfft 
1.97 (3H,s) 
2.70-3.55 (I3H. m) 
3.98-4.03 (IH. m) 
4.35-4.41 (IH.m) 
7.05-8.00 (14H, m) 
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nmm2Q3 

Nq- (2. 3-'J/ h^i^O'JJl^) -3-Ti v^y 7 x-;UT5^> 4- 

IIME«'i|3 6<i:lS|*UcbT. Na- (2. 3 -v^^ h + v'-'U) -3-75 
y 7 i -;U7 5 ~ > 4 - t K D + i/ ^ ;U;K-;l/y f-yu <J K*^ -So 
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203 


MeOs^ 
1 




H ( 


0 


FAB-MS 
562(M+H*) 


DMSO-dft 

0 10-4 sn r itiu m\ 

J ion. In) 
3.72 (3H. s) 
3.78 (3H. s) 
6.90-9. 10 (l2H.m) 
1 2.00- 1 2.40 (IH. br) 


204 




DMe c 

^ H 


H 1 


6 


"PAR MC 

591(M+H*) 


CExn, 

1.25 (3H.t.J=7.1Hz) 
2.04-3.52 ( 1 2H. m) 
3.85(6H.d. J=2.31 Hz) 
4.01-4.19 (4H.m) 
4.44{IH.t.J=7.26H2) 
6.82-7.43 (7H. m) 


205 


MeCX^ 

T 


pwe c; 
^ H 


H i 


6 


FAB-MS 
563(M+H*) 


DMSO-dft 
2.70-4.80 (2 lH.in) 
6.82-8.05 (I OH, m) 


206 


MeOkJ 


)Me Q 






FAB-MS 
610(M+H*) 


CDCIj 

i. 19-1.35 (3H.m) 
2.99-3. 18 (3H.m) 
3.64 - 4.70 ( 12H m ) 
5.46-5.54 ( IH.m) 
6.62- 7.64 (llH.m) 








H ^ 


' COaEt 
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NMR (5 value) 



207 




208 




OsEt 



FAB-MS 
645(M+H*) 



CDCI3 

1.23-2.04 (IIH, m) 
2.41-3.62 (7H, m) 
3.85 (6H. s) 
4.03-4046 (8H. m) 
6.80-7.51 (7H. m) 



209 




FAB-MS 
618(M+H*) 



DMSO-dfi 
l.65-4.50(27H. m) 
6.80-7.85(10H.m) 



210 
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Stnjcture 



MS 



NMR (5 value) 



21: 




212 




FAB-MS 
534(M+H*) 



0.40-4.60 (16H. m) 
3.68, 3.69. 3.70. 3.78 
(6H. each s) 
6.50-8.31 {I3H. m) 



213 




FAB-MS 
520(M+H*) 



DMS0-<16 

l.l5-1.40(2H.br) 

l.45-1.65(2H.br) 

2.70-3.90(I5H.m) 

4.44{IH.U=7Hz) 

6.80-7. l5(5H.m) 

7.20-7.40(2H.m) 

7.50-7.70(2H.m) 



214 
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219 


MeO 


OMe op 


6 


















220 


MeO 


OMe op 


0 

I OH 












J MU 

6 








MeO 


OMe op 1^ 
^QT H H ( 












"2' 








222 


MeO 


OMe qn ^ 
's^ H H ^ 


COjEt 
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223 


















TT 

OMe op f^jf\ 
\ir H H 














. 225 


nor HHfl 

602H 














226 










^ H H 5 Jms 
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NMR (5 value) 



227 




228 




229 




230 




FAB-MS 
577(M+H*) 



DMSO-d^ 
1.96 (3H^) 
2.70-3.90 (2 1 H.m) 
4.42(iaU=7Hz) 
6.76(lH.d.J=8.6H2) 
6.93(lH,d,J=8.6Hz) 
7.25-7.40 (2H.m) 
7.55-7.75 (2H.m) 
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MS 



NMR (5 value) 
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FAB-MS 
547(M+H*) 



DMSO-df, 
1.99 (3H. s) 
2.80-3.50 (IOH.m) 
3.72 (3H, s) 
3.76 (3H. s) 
3.76-3.95 (2H. m) 
4.43-4.55 (IH. m) 
6.70-7.85 (7H. in) 
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DMSO-d(, 
0.05-4.44 (18H, m) 
l.I6(3H,t,J=7H2) 
3.70 (3H. s) 
3.78 (3H. s) 
6.60-8.31 (12H. ra) 
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Jis^ H H 

Oh 








HaN^H 
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COjH np j''^ 
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^^'^''''^^m^r■^r''^^^^Ac 

's^ H H 
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•Jstfsi H H 4 
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251 


OMe op r^'^}-. 

dOOH 










FAB-MS 
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OMe op f^V-^ 

^ " " ° teoEt 


590(M-hH*) 
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FAB-MS 
538(M+H*) 


0.80-1.85 (6H. m) 
2.20-3.80 (4H. m) 
4.05-5.10 (4H, m) 
7.05-8.00 {llH.m) 


254- 




Pad \ac 
552(M+fr) 


0.80-1.90(6H.m) 
3.00-3.60 (7H. m) 
4.20-4.80 (4H. m) 
5.20-5.32 ( I H. m) 
7. 1 5-8.00 {llH,m) 
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nm 


Staicture 


MS 


NMR (5 value) 










255 


H 






256 


H 






257 




FAB-MS 
519(M+H*) 


DMSO-dft 
1.95 (3H.S) 
2.60-4.60 (13H, m) 
4.65-8.30 (7H, br) 
6.47-6.65 (3H. m) 
7.31-7.70 (4H. m) 


258 


\^ H H ^ 


FAB-MS 
533(M+H*) 


DMSO-df, 
1.94 (3H, m) 
2.50-3.91 (12H.m) 
3.78 (3H s) 
4.00-8.31 (6H,br) 
4.47 (IH. in) 
6.64-6.85 (3H. m) 
7.23-7.80 (4H, m) 
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HO^C^ " " 0 




1.98 {3H,s) 
2.50-4.90 (13H, m) 
7.05-8.06 (13H. m) 
9.20-1 0.00 (IH,br) 
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•HCl 

HOsJl^ H H a 


FAB-MS 
517(M+H*) 


DMSO-d^ 
1.99 (3H. s) 
2.80-4.60 (15H.m) 
7.13-9.38 (14H.in) 
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FAB-MS 
549(M+ir) 


1.82-2^0 (2H,in) 
2.30 (4H, t. J=5.94H2) 
2.76-3.00 (2H, m) 
3. 14-3.42 (2H. m) 
J.45 (4H, t, J=5.94Hz) 
3.71(3H,s),3.79(3H.s) 
3.79 (2H. dd. 
J=l4.7.36.8Hz) 
4.38-4.50 (IH. m) 
6.87-7.70 (7H,m) 
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Na- (t e r t -7'f-;l/;t-^>^yU;K~;U (l-j-yj-jU/^jl) n y 7,J\y 
»r.;U) -3-->7y-L-7x-;l/7-7~>-4-7-bf^;l/e^-7-:^ KO^fiK 
^ife^2 i:l^«CLT> Na- ( t e r t -yf-;U;j-+->;i!7;U;iC-=.;U ( 1 --^ 
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l!^ BocH 


CN 

a) 

0 




CDCI, 

l.4i(9H.s) 

2.03. 2.07 {3H. each s) 

2.50-3.60 (lOH. m) 

4.33 ( I H. m) 

5.36 (2H. m) 

6.01 (IH.d. J=8Hr) 

7.29-8.13 (IIH. m) 
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BocH 


CN 




CDCI3 
1.43 (9H. s) 
1.37-1.80 (6H.m) 
2.73-3.00 (4H. m) 
3.69 (3a s) 
4.10-4.30(2H.m) 
5.05-5.40 (3H,in) 
6.36(IH.d,J=6.93H2) 
7.24-8.20 (lia m) 
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OMe no < 
OMe 


CN 

6 




CDCI3 

1.43 (9a s) 

2.08, 2.09 (3a each s) 

2.88-3.67 (lOa m) 

3.75(3H.s) 3.77(3as) 

4.65-4.90 (3am) 

6.20(iad.J=7.59H2) 

6.73-6.88(3H.m) 

7.40-7.75 (4H. m) 
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BocH ^ 


J 




CDCI3 

0.20-4.93 (16a m) 
1.28 (3at.J=7H2) 
1.44. 1.45 (9a each s) 
3.84 (3a s) 
3.86 (3a s) 
4.14(2aq.J=7Hz) 
6.14 (la m) 
6.85-7.56 (7a m) 
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MeO 


OMe op f 
BocH 


CN 

X) 


j-OAc 




CDCI3 

0.65-4 87 (28H. m) 
3.83, 3.84. 3.86 
(6H. each s) 
6.10-6.19 (lH.in) 
6.84-7.56 (7H. m) 
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MOMO 


OMOMon r 


CN 

j6 






CDCI3 

1.39 (9H, s) 

2.08, 2.10(3H,each s) 

2.93-5.19 (17H. m) 

3.49 (3H, s) 

3.55 (3H. s) 

6.l5(lH.d,J=8Hz) 

6.90-7.58 {7H. m) 
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OMOMnp 1^ 
BocH 


CN 






CDCI3 
1.40 (9H. s) 
2.09 (3H. s) 
2.90-5.11 (15H. m) 
3.55 (3H, s) 
3.85 (3H. s) 
6.03 (IH, m) 
6.86-7.58 (7H. m) 
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BocH 


CN 

X) 


^Ac 




CDClj 
1.46 (9H.S) 
2.09 (3H, s) 
2.12 (3H. s) 
2.80-3.65 (10H.m) 
4.35-4.55 (12H.br) 
4.79 (2H. m) 
5.11 (2H,s) 
5.99 (IH. br) 
7.33-7.58 (4H. m) 
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CDCIj 

1.31(3H.U=7.IHz) 
1. 44-3.58(2 IH. m) 
3.86{6H.dJ=4.6Hz) 
4.15-4.97 (5H. m) 
6.!l(IH.d.J=7 2H2) 
6.88-7.56 (7H. m) 
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XIT BocH & "73 




CDQj 

1.24-2.18 (19H. m) 
2.50-3.04 (6H. m) 
3.41-3.86 (8H. m) 
4.14-4.99 (8H. m) 
6.09-6.18 (2H, m) 
6.85-7.65 (7H, m) 








CDCI3 


272 






1.21-1.47 (12H.m) 
2.99-3.20 (3H. m) 
3.66-5.15 (13H,m) 
6.80-7.60 ( 11 H.m) 
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CDCI3 

1.42 (9H.S) 

2.08. 2.09 (3H, each s) 

2.85-3.70 (l0H.m) 

3.86 (3H,s) 

3.88 (3H, s) 

3.90 (3H. s) 

4.65-4.95 (3H, m) 

6.1l(lH.bs) 

6.64{lH.d,J=8.4Hz) 

6.94(IH.U=7.3H2) 

7.35-7.65 (4H. m) 
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BocH 5 




CDCI 

l.20-i'.95(13H. m) 
2.80-4.00(1 6H,m) 
4.55-5.00 (3H. m) 
6.14 (IH. U=8Hz) 
6.80-6.95 {2H. m ) 
7.04 ( I H. t,J=7.9Hz) 
7.35-7.55 (4H. m) 


275 


BocH Q 




CDCI3 

0.04 (6H. s) 

0.88. 0.90 (9H. each s) 

1.00- 1. 75(1 3H. m) 

2.85-4.00(1 3H.m) 

4.55-5.00 (3H, m) 

6.15 (IH. d.J=7.3Hz) 






6.80-7.15 (3H.in) 
7.30-7.60 (4H.m) 
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CDClj 

1.44 (9H.S) 

2.07 (3H,s) 

2.30-2.52(4H.m) 

2.75(2H,t,J=5.9Hz) 

2.9O-3.00(2H,m) 

3.20-3 7(X4H m) 

3.86(3H.s).3.84(3H4) 
4.10-4.23(2H. in) 
4.50-4.70(lH,ni) 
4.80-5.00 (2H. m) 
6.10-6.20 (lH.in) 
6.87-7.60 (7H.in) 




\^ BocH 
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CDCI 

0.83.'.07(3H.ni) 
1.22-I.38(3H.in) 
1.45.1.4I(9H.eachs) 
1.67-2.00 (5H.ra) 
2.80-3. l3(2H.ra) 
3.43-3.60(2H.ra) 
3.83(3H^).3.85 (3H.s) 
4.10-4.30(2H, m) 
4.50-5.00(4H.in) 
6.00-6.10 ( I H,m) 
6.85-7.63 (7H, m) 
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mm/Q. 12 5MNaCl (pH8. Ox 0. 2 5 mMCD^feiiSKN-'^y 
'/l-^U-Ph e-Va 1 -Ar g-p-- hp7-'J K^^tr) tgiftlUyro i^: 

5N I H#&/m 1 . l*fl[/m 1 ) ^miL. »5!55;C*HJ6$-a-fco 3 05^ 
ia©'f >4^i^-->3 T7^'^o^>f ^-yu- h y_y_-e4 0 5 nmIC 



SI 





I C50 (M) 






3 


4. 9X10-' 


3. 0X10-^ 


1 0 


1. 9X10-^ 


2. 7X10-' 


12 


2. lX10-« 


2. 2X10-"' 


1 4 


2. 8X1 0-« 


2. 3X10-T 


16 


3. 9X10-» 


7. 7X10-' 


18 


3. 6X10-' 


2. 3X10-' 


20 


3. 3X10** 


1. 4X10-« 


22 


5. 6X10-' 


3. 4X10-* 


25 


6. 5X 1 0-» 


4. 8X10-' 
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^1 (O^^) 





I Cso (M) 


r u c 




200 


4. 6X1 0-» 


1 3X 1 n-^ 


1 6 9 


6. 9X1 0-» 


1. 5X10-' 


201 


7. 2X 1 0-« 


2. 4X10-^ 


18 0 


7. 3X 1 0-» 


1. 1X10-'' 


197 


1. 0X1 o-« 


2. OXIO-"' 


17 0 


1. 6X1 0-« 


1. IXIO-^ 


17 6, 


1. 8X10-' 


V 4. 5X 1 0-' 


168 


2. 3X10-* 


4. 9X10-^ 



m^xr^^- K-^U-r (S p r a gu e-Daw l e y) h (19 0- 
28 Og. 7~8iai&. B*f^i.-yuxyv<-tt) * liSPaei±«l|^t Ufcgfe. n 
«l5B-B»f^$-frfco 7X«S6liroi:Ufco M<ifiS2 4±2'C> Sfi5 5 
5 ±5%. MBWaS : 0 0-19 : 0 0 tbtZo 

mmhuy\z>mSi CTT) li. gima^gtgSaiJS^SKC-lOA (Ame 
1 ungifc) *ffi(,^Tfil]SL/ro Jfil?at^^x>»:HMJ^7A7K^^8E (3. 2%. 

miTTm^ti;-20'az^nbfZo miyi--u>mmi& i^-^jyif-- 

0 -cSiS^&IRU ^©lOO/z 1^23*ra. 3 7«C-C>f y^^'^- 

hU hM.D>t-> (lOOtf K 20NIHmtir/ml h xm^Hm. ■>ir 
vih) tSfO-r^c «^3 0 0tl>*|®S<i:LT. 3 7-CT«@I^PB^;&fi!lS L^o 
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5 0mg/m\mtbtzc 5y H:t^«fe^k^«!l 1 0 0 m g/k gffli^gnS^ 

(0. 4 5ml) *£iDmA>t»^i>ifi$gKU> JtoafTT^adSL^o SlJ^g^n 
^TT{i*Nf»«[«^^k^tltft4liISfc'eOTTMOlt (TT ratio) $»iflL 



$2 





T T ratio 


0.5 1 2 4 (^13) 




4.3 6.7 1.9 1.2 



bT. {n:jfll^?&SSlJI|©ISI!ltbTWS!>T*»So 
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O iQ ffi 

1. 




(1) 



R, USA- (CHj) 7k3Kil?•*yr{i|egi$tlT0^Tt>i0^^S«iT;^ 

7yu+;i/5*. mliO-6©S»*^^o (CH2) Hi£i±0 

Rs fiS-C ( = NRe) S-NH-C (=NR,) NH, SfcJiS- 

(CH2) «-NHR, CC-CR, {i7K3RS9^. fi«7;U+>rl/S. 7k»S. 7 
•>;USs 7>';l/;t4-i/S. fi«7;U34-->S, fia7;U3 + i/;!;;U:^-^;US, {£ 
«7>'U3 + i/;&;U;f:i;U:i-4'.>St/:ttfi»h KD + i/7;U4-^V;^yl/;f:-;l/;J-4- 
•>X*^L, nttO-2©S&«-^fo (GH^) n-Ogg^ti Hii^±© 

^±f^ S t -3 -5 tg ^ {i -Er o tKTOo 

2. Ra *®A*<a»$nT^^T^>J:t^7';-;l/5•c^>*»*IIlE«^o-^k 
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4. R2 A^EtTOS (2) — (6) 



(R7)8Ub 



-H^^iCH.i (CH2)f(CM2)8 



{R7)suD B 
(2) (3) 



(CH2)r ^ 



(CH2)s ^^{CH2)r 



\ 

B 



(5) (6) 



(Rt) ..b{;i:S (2) ~ (6) ^<DStfkW=f\zn^tiimPJi±o^m 

JV^Jim. fifth Kn4-'>7;l/+;l/Sx fi«7 $ y 7;u+;uS. l&SLtiJVTii^i/ 
;U7;u+;uS. fift;f7;Ujh:-yU7 i y 7/P+;us^^'ro BI4iK*lS^. itfRlS 
5SillS7^*fc«NR, wC-CRs I47K3RIS?. lB«i$nTl>Tfe J: 

i^(5«7;i/4-;i/S. 7 5y»»S^ ^^Jft*tlT^^TfeJ:^^7 'J-;us. tt«*ti 
Tl^T^<k^^7•>;^S. BSl$nTl>Tfe J;l^x;^;^Jl;us, jBti^tiTl^T^ 

O-S^Sft^r^-ri^. fcy^L^ p + ql41. 2. 3. 4*fcl4 5©^.^rni^'C 
r*jJ:0fsl4R— t^liSfioT. 0 - 5 0»»*^f 3&<^ Izfibr + s 
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lio, 1. 2. 3. 4*fcli5o^^■rnA^T^)5) ®^.^•rn*^TS$n'5a*g 

5. R5 *<-C (=NR.) NH2 C^iti. R, ftfi7;U+;US> 
(2) - (6) 



(R7)sub 



(2) 



{R7)sub ^B'^ 



(3) 



(4) 



(CH2)r ^ 



B 



(5) 



(6) 



10 (a*. (Rt) ...{IS (2) ~ i6'> rP(DSt1l^m=F\Ztg^tZimi^l±OS:& 

15 $♦^Tl^Tt>J:^.^7 5yS, flt »$nTl^Tt> J:i>*;U;h:+v/;i/S. g»$nT 
t^Tfe<k^,^7i/;^;^•4->'S, '^nr>I^^, a»$nTt>Tt J:lNfiffi7;U+;P 
x;U;f.^;l/S^ aJft$nTI.^T^<fct>7^J-y^;;^;^,tv-;^S. fiJR7;U3 + .>7 
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Tl^Tt) J:^^7i/;^S^ fiSi$nT^^T^ j:(.>x;U;};^;US, ^iSl$nT(.^T^) 
0-5©ffa*^f*<^ /:/iU p + q*n. 2. 3. 4*yil45cDC^r^l*^•C 
itO. 1, 2. 3. 4*/:li5 0i>-rn*>TftS) Ol^'^•tl*^T*SIS3j^:® 

*^"ORi ij<m (2) - (6) 



(ai^x (R,) ..•lis (2) ~ (6) *Oift«IS?^ir|§^-r-SlMEi±©fi3S 
Rt liK^^tiTi^T^ J:^^iS«7;^4■;^S, lB«l$tiT(»^Tfeic^7 'J -;i/S^ 





(CH2)r 



\ 
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x;U;fx^;i/$, fijft$n"Ci^Tt>J:i^7';-;i/::^;U;^^;US> fi|R7yU3 + ->7 
5 yP+;US. fi«t Ko^->7>'U+>'USx fi«l7 5 7 7;U+;l/S. fii»;i7;U.-K4-> 
j\^T)\^^)vm. £»y7;u;K^;i'7$ y7;u+/uS^^-ro Biii^jgn?, S«J1 

c>fi&7;b+yps, 7-:y«aSx alft$tlT^^T^,J;l^7y-;^s. a«i$n 

O-SOSa*^-^*^ ^yiU. p + qAn. 2. 3. 4tA:li5 0t^r^^*^•C 
140. 1. 2. 3. 4*fctt5©^^•rn*^T*5) ©l^"rtl*^T*5SS*:Sl^ 
15 ©7KfQ«3o 

8. Rs *OA*<Bft$nT^.^T^>J:^^7y-;^ST*^)^ d^oR, *<-c 
(=NRe) NH2 Ra ilTk^JSH?. iS«7;u4-;PS^ tKKS. 7'>;uS. 

7i/;u^+:/S. fia7;b3 + i^Ss fi«7;i/34->*;U;f:^yi/S, fi»7;U3 

20 f) T^sa^Sl, 2*fcl4 5 0i^-r*iA^irE«©'fk^fe|>U<l4-eoS!ISI± 
«FS U -5 5 *a t 14 OtKIQ^o 

9. R, *'OA*<Bft$tlTl^T^J;<s t/r«^$nT^,^Tt><kl^tt3R3R 
T**). ^oR, *<-C (=NR,) NH2 (SC*, R, IS7k«K^. fi«7yu+ 
>'i'S. tKKS. 7->;i/5, 7->yU:t4^i/S> fi»7;U3+v/S. iS»7;i/3+s/ 

25 ;f7;l/.+:-;US^ fi»7;Ua + ->*;Uji?i;U;j-4^>S^ytl4fifth Kn4-->7;l/* 

10. Ri (2) ~ (6) 
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(CH2)Py("WSUb 




(R7)8Ub 




(a:iti. (Rt) ..»iis (2) - (6) *o««is?icii^-r5i®£i±(Dtt« 

yi/^yuS. fiftt Kp4">7;1'+;1'«, fi«7 ^ y 7;u4-/i/S. fi«:;!7yu.+:4- v/ 
;i/7yu4-;us. fifi:^>'V'K--'U7 ^ y 7;u4^;i/S^^^o BiiRji^lS^. iH^m 
iEIIJS^*y::llNR, ^^b. CCTR, li7K*IS?-> «»$nTt>T*>J: 
i^fi«7;u+yu«. 7W«aiS, itlft$tiTi>Tfc<ki>7y-;i.Ss HSl^ti 

O-SOfift^-zT^-Ti^ feiftfU p + q{il. 2. 3. 4 */::^i50l>■rtl*^•C 
ttO. 1. 2. 3. 4tfcli5 0l^-r*i*N'C*S) ^D^^r*l*^■e*^5^ 3()>oR8 
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i)i-C (=NRa) NH, i^^. R«li7K5Rll?s fi«7;u+>l/5> 7KK$x 7 

1 1. Rs *®A*<fifil$nT^>Tt>J:o^7•J-;^S■c*^)s *^oR2 i<S 
(2) - (6) 



(Rt) (2) ~ (6) «0«3RJg?^CJS^-r5 1®e(±Offi,ft 

Rt ^iitft$tlT^^Tt>J:l^fi■&7;^4^;^S, Sgi$tlTl^Tfe J:l,^7 V ->>i/5^ 




(R7)5Ub 



— N 



(CH2)p5,<«r)sub 

I' 

(CH2)q/ 
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<k<. ttim^^tiX\.^X^J:l^^mi!k^mb. pRCfqli|g-t/::lianc-,T. 
0-5OSa«-^f*^ y^ytfL. p + q<il. 2. 3. 4 S^ttiSOl^t-tlM 

<iO. 1. 2. 3. 4*/::a50l^m*^■C*-5) ©(,^■rn*^•C*^)^ *>oR5 
*<-C ( = NR,) NH2 (^«, R,li7K«lS^. fi«7;U4-.«/S. 7K»S> 7 
•>^uSs 7i/;UJi-^v/S^ fia7;U3*i/S, fi«7;i/3it-.>M7;u.-}Ci;uS, 

•>S^^1-) T^^a^iHK 2. 4> 5. 6. 8*y::{il O^Dl^"rtl*^lCE« 

12. R, «©A*<aift$nTl>Tt)J:<, tfc||^$tlTl>T t>il>a« 
ST*?). *NOR, (2) - (6) 



(Rt) ...JiS (2) - (6) ^O0t%m'?'\zm^tiimiil±<OBM 
Rt <ilttft$*lT^^TfeJ:(r^^ttfii7;^^;^S^ ^Bift$tlTl^T^>J:l^7 
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(2) 



(3) 
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T^^T^J:^-^«3Ral. mmm^. 7KKS^ Bft^tiTl^T t J:t^7v/;l/S> Sift 
t^TfeJ:i^7i//U;t+->S> 'NDy>IS?> iE»$nTl^T^> J:i^fi«T;u+;u 

;u4-;uSx fifiik Kn+->7;i'+;i/S. ^£»7 i y 7;i/+;i/S. i&Wit!j\^^.^i/ 
;U7;u+;i/S. fi»;!7;U4-:-;U7 W7;u+/bS*^f » Bii««is^, g^^ii 

i^fi»7;i'*yi/S. 7i>'»ttSs iS^^I^FnT^^•c^,^;^r^7V->'^S. Bgl$n 
10 Tl^Tt>J:l>7i/;US. ia»$nTl^Tt) it^X^l/j^-yWS, ggl^nTt^Tt) 

O-SOS^fc^r^f ^y^L. p + qlil. 2. 3. 4*fcli50t>1**l*>T 

140. 1. 2, 3, 4ty:l45©t>-rtl*>-C*5) ©l>'rtl*^-C* t)s *^oR8 
15 *<-C (=NRe) NHi C^*. R.I47k«lS?^^ filR7;i'+;l/S. tKKS. 7 
♦>;uS. 7v'>'U:t4^">S. i£fii7>'U3^->s, fiiBi7;m + ->;!7;u4-:-;uS. 
a7;U3 + i/*;u.t:->'i/;f4^>S*fcj4fi|gh Kn + >'7>'i/+;u*/Usi€->'U;i-4- 

20 13. Rj *<^7^;l/>f^;l/STife5»*ill. 2s 6. 8t^:J41 10l> 

14. Ra *<li^$i^Tl^rt)it^e^5•:^-;^St/^l41B»$nT^^Tt> 
i;(,>tr'<';i;i;l/5-C*Sa^]lls 4s 6s 7s 10s ll*/t«120l>r 

25 15. Rt *<N-7-bf^;l/t:'^7i?-;U«-C*S»*]Sl, 4s 6s 7s 1 
Os lis 1 2*/r{4i 4©^^■ftlA^lcl2tt©^l:^^^)L<l4-e■o8!!l5l±l1FSL 

16. Rs *<-C (=NH) NH, rife5»*i®ls 5s 8s 9s 10s 1 
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1 * /r« 1 2 oi>f *i*>icE«o{l:^4«3 1> L < \i^omm±ffZ L o fell 

18. Na- ('0>';U7^ y - 3 -T i i^y 7 x-;UT5- 

19. Na- (2-:^7f-;U>f-4/T$ -S-T^i^y^x 

20. Na- (2-*>^n's+-/;l.if-;!/7 5 -s^yj^; 

15 21. Na- (3-7xr.;i/~n-7ntVl/7S -3-7i 
•^>'7x-;P75->-4-7-b^;Hf/>^^i; KfeU< tt-tOSililiSFSl/-?* 

2 2. Na- (2-7x-;b-?<>i;;i/7 5 -3-7^i^y7x 

20 *©7kft<Klo 

23. Na- (3-7x~;U:t+>'^>v;;U7 i y -3-75 

2 4. Na- (4-7x-;U'<>i;^i/7i y;^;!/*-;!') -3-7J-7/7x 
25 ~>«'75->-4-7-fef-yue^9'7K*>L<li-t©K3l±g^gL9S«£ifc(4 

2 5. Na- (2-7x;^^7l/'>;>^;u) 7 ^ y ;^;U*^;U- 3 ~7 i i?^ 
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26. Na- (2. h + ^'OvJ/UT^ -3-7 

5 2 7. Na- (6-t KD4^'>-l-:h7^;U;<f^;l/7 5 y;^;U;i^zi;u) - 
3-7^ i^y7x~4'75~>-4-7-lrf-;Uf^7>' h'^b<li^<Dim±ff 

2 8. Na- (l-:^7f^;Mf^;l/ (y^;U) 7 $ y ;^;l/;^Jiyu) -3-7 

29. Na- id-^yh'^JJi^-S-n-z^ai^jlTiJXJU^^-Jl^) -3 
-7$ v'y 7x.=.;U75->-4-7-t^yUf'^^-:^ K*> U< ll-eoS!!l!l±aFS 

3 0. Na- (2. 2-y7x-;l/if-;U7$ 4/) -3-7^ 
15 •:?y7x-yl/75->-4-7-lrf^;ue'^55; K^U<l4-eofi!ai±rFSU9'5 

3 1. Na- (N-'<>i;;bfD>; i;>-2-^';^-^^;^7^y;l;^*- 
^^) -3-7$ i^y 7x-;i/77->-4-7-tr^;l/e'^5-:^ Ktt< tt-eoan 
l!l±SFS L -3 5 14 ^- 07Kft«!o 
20 3 2. Na- (3-y h+v"<>-:^;U7$ y;^;U;jtj^;u) -3-75 7^ 

33. Na- (3-7x^;U-2- il-ifa^Ji^^ju^jiy^,^;^) -n- 
:rn tVl/7$ -3-7$ i^y 7x-;U7^->-4-7-lrf^;l/f 

34. Na- (3-ih + i/-2-^>X^:t7x-;M^>'l'7$yx;U;h 
--'W) -3-7$ i;y 7x-;i/75->-4-7-fef^;l't?'^5i^ Kt>b< I4-&© 

«ig±s»^s b 9 5 <e * 14 07Kfn«io 
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3 5. Na- (2-i-7^Ji^-2-^f-J\^7 i y XJl^t^-jV) 

3 6. Na- (2-^ h*->^>>>;UT5 -3-T$ v^>'7x 

3 7. Na- (4-v;t KP + >";7U>f^;l/T5 y X/U;^z;.;U) 

10 38. Na- (2-iH + '>'<>>';U7^ y x;U«-^^;l/) -3-7^ i^y^i 
-;U7 7~ >- 4 - 74?f-;l' h*^5 K 1/ < l4'e©«!l!l±fF§ L 9 -Sifi* ^« 

3 9. Na- (2-->^D'v.+ ->;l/;4-+i/if^;l/7^ -3- 
7 ^ i? y 7 X -;U7 5 - > - 4 - 7 -fe h*'^^ K ^> L < 14 *©«(|||±flFS L 

4 0. Na- i^>':^A) 7 ^ y 7.;U5^— yl/) -3-7$i^ 
>'7-t--'U75->-4-7-fef--/l/fcr'^^ V? Kt>b<«*©$l!l!l±flFSL'9 5i^ 

41. Na- (3. 3-i^7x-;l/-n-yoe;U7$ y -3 
20 -7S i^y 7x~;l/7'5 — >-4-7-b^yl/h*'^5 >' L < J4-e©Sliai±S)FS 

4 2. Na- (l--^7f-;l/yf-;l/7$y;i^;l/5^j::.;U) -3_x?i?y-L 
-7 x-;U77->- 4 -7-fef-;wf'^7 2^ Kt> U < it^<09im±Vf^bo 

25 4 3. Na- (3-"rD*-l--^7f-;byf^;U7^yx>'l/*~;U) -3- 
7i v^y 7x-;U75->-4-7-lrf-;ue'^5i^ Kt> U < tt-e©ai!ISI±SlFgb 

44. Na- (6-> h+->-l--^7f-yi/yf-;i/7^yx;u*-;u) -3 
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46. Na~ (l-:^75^;^x5^;^7$ y -3-7 ^ i'y 7x 

ji;i/77->-4-7-fef^;Uf'^7>' K*> L< (i-e-©S!!ll±S^SU9 Sli^y::!! 

4 7. Na- (l-:^7>;U^f-yl/7 5 y;:^;l/!t;xyU) -a-ys.:;^^^ 
-;U77~ 4 ^yue/^i 'J K% L < «'e©8J!ll±§^=S L o i>^ttzli^ 

4 8. Na- (l--^y^Jlji^Ji^7iyxj\/t>-JV'> -Z-Tl'J JV 3. 
^;U7 7 - > - 4 - ^ f-yp f'^^ K t> U < tt'eoSi!3SI±SFS L o fctt-e 

50. Na- (l--^7f-yl/>f-;U7$yx;U*-;U) -a-ysiyy^^ 
:=.;U77->-4-N. n-'J ;^^/\^7 I J ijJV^.^)],\i^^^j Y^L<\t^O. 

5 1. Na- (l--^7^yU^^;l/7^y;:^;l/^.x;U) -3-75 >jy7:t 
-;l/7 5 - >- 4 - ^ 5^yl/x;U;^ - ;i/ h''^^ K L < {1*0«I!I±»S Lo^ 

5 2. Na- (l-:^7f^;M^;^7Jyx>^^*-;^) -3-7$ j^y^^. 
^;U77->-4-7x-yl/;^/l/*i;H^/<5.:; L < tt'e<D»!lll±MPSb9 

5 3. Na- (.l-±y'f-)\/:^^)\,T U 



125 



wo 97/19919 



PCT/JP96/«3520 



S U ^ * ta * 11 -5- O Tk'to^o 

54. No- (l--^7f-;u^f-;i/T$ -Z-r l-J jy x. 

^A/T^^y-A- (2--r h5t KD-f V#->";;l/) Kfe U < tt*© 

5 5. Na- (1 f-;l/T ^ y -Z-T I'J J-y 3. 

5 6. -ttiCCT) 



(iStl's Ritt*«lR^. fift7/i/4-;i/«*fe{47iy«iis*^b. R2.117K 

- (CH,) .-»»l41<lJ6i±©ltftSTaift$nTt>TfeJ:(.>o R4l47k«lS 
fi«T;i/+;US*fe{4T^y««5^^sL> RjJlS-C ( = NR,) NHj. 
S-NH-C (=NRe) NHa^^illS- (CHj) .-NHRa^x CCTR.tt 
fiaj/l/^^^l/Sx tKKSs 7i/;ufi, 7 •> i/Sx ffi«7;l/3* 
•>»s fi«7;U3 + i/*;i/jK-;u»x fift7;i/34-i/*<rt/;H-7U*4-i/fi*yttt 
ffifib KD+i'7;u+7U:»&;U;f:i/i/*+->X*^L. ntt0-2©»»*^-*-o 
ttz- (CHa) .-OSB5JI±l®ei±OlESlSTIffft$nTOTt)J:l0 "CS^ 

57. -«^(8) 
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(8) 



mm^tfzii1&&TJl^jim=i:yFb. RjliSA- (CH,) TkJRH^^yt 
5 9 . tH^m 1 - 5 5 o I ^f^^*^^I^5«S $ tLfzit^^ L < imD9^m±n 
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